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MICTINE* — ORAL NON-MERCURIAL DIURETIC 


New Orally Effective Diuretic 
for Congestive Edema 


Best results are obtained when Mictine is administered with meals 
on an interrupted dosage schedule. 


WITHOUT MICTINE — Prior to diuretic therapy 
excessive sodium and water are characteristically re- 
tained in the edematous patient. 


An effective diuretic has been described as 
one which causes excretion of water, so- 
dium and chloride in amounts sufficient to 
reduce the edema but not to result in salt 
depletion. 

Mictine (brand of aminometradine), 
introduces to clinical practice an improved 
diuretic which not only meets the standard 
qualifications but has these seven addi- 
tional advantages: 

Mictine is orally effective; it is not a 
mercurial; it has no known contra- 
indications; it does not upset the acid-base 
balance; it exerts no significant influence 
on electrolyte balance; it may be given in 
the presence of renal or hepatic diseases; 
it is well tolerated. 

As with most effective therapeutic 
agents, in high dosage Mictine may cause 
some side effects in some patients; how- 
ever, on three tablets daily side effects 
(anorexia and nausea, rarely vomiting, 
*Trademark of G. D. Searle & Co. 


Descriptive literature ond clinical trial 
packages are available on request to. . . 


WITH MICTINE — Inhibition of the reabsorption of 
sodium ion leads to an increased excretion of sodium 
ion, water and chloride. 


diarrhea or headache) are minimal or 
absent. 

Clinically, Mictine is useful in the main- 
tenance of an edema-free state in all pa- 
tients and for initial and continuing diuresis 
in mild or moderate congestive failure. It 
is not intended for initial diuresis in severe 
congestive failure unless either sensitivity 
or tolerance to other diuretics has devel- 
oped in the patient. 

The maintenance dosage of Mictine, as 
well as for initial diuresis in mild or mod- 
erate congestive heart failure, is one to four 
200-mg. tablets daily in divided doses; the 
dosage for initial diuresis in severe conges- 
tive failure, under the conditions already 
described, is four to six tablets daily. For 
either use, it is recommended that Mictine 
be prescribed with meals on interrupted 
dosage schedules; that is, prescribing Mic- 
tine on alternate days or for three consecu- 
tive days and omitting it the next four days. 
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THE STOMACH#* 


The stomach’s something that we treat 
0 As merely a receptacle. 
We toss it all the stuff we eat 
And curse when it’s dyspeptical. 


No matter how we gulp and rush, 


It’s quiet and it’s humble. 


It’s rarely heard (and then we blush) 
To growl a bit or grumble. 


Although it labors while we rest 
And gives us little trouble, 

The way we treat it is, at best, 
Let’s say, abdominable. 


*Verse by R1icHARD ARMOUR 
Illustrations by Leo HrersHFIELD 


For your patient whose stomach is growling or grumbling because of 
hyreracidity, gastritis, or peptic ulcer, try Trevidal,® a unique, balanced 
and protective antacid which disintegrates in seconds for truly fast relief. 


TREVIDAL 


contains in each tablet 90 mg aluminum hydroxide gel, 150 mg magnesium 
trisilicate, 105 mg calcium carbonate, and 60 mg magnesium carbonate. 
100 mg Regonol® (to coat irritated stomach surfaces), and 45 mg Egraine 

(to control and extend antacid activity). Available in boxes of 100 tablets. 


Organon INC. ec ORANGE, N. J. 
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parenteral, topical 
and ophthalmic use. 
Pr; PFIZER LABORATORIES 
Pptoel Division, Chas. Pfizer & Co., Ine. 
Brooklyn 6, N. Y. 


relieves after-eating distress 
and chronic constipation 


‘Bilron’ 


IRON BILE SALTS, LILLY 


a potent choleretic 


Under the priming influence of ‘Bilron,’ 
natural bile flow and concentration of 
bile acids are greatly increased. When 
symptoms include intolerance to fats, 
constipation, or flatulence, ‘Bilron’ offers 
effective, gratifying relief. Also, ‘Bilron’ 


dissolves in the small intestine at the 
optimal point for emulsification and ab- 
sorption of fats. 

Available in 2 1/2-grain and 5-grain pulvules. 


DosaAGE: Usually 5 to 10 grains daily with 
meals. 
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new...paired piperidol action 


for functional gastrointestinal complaints 


rapid 


visceral eutonic, Dactil® 


prolonged 


cholinolytic, Piptal® 


relief throughout the G. I. tract 


lridal 


TRIDAL permits more comprehensive control of gastrointestinal complaints by providing 


the combined benefits of two piperidols. The local action of Dactil* works immediately to 
give rapid relief of gastrointestinal pain and spasm; the potent cholinolytic Piptal* rein- 


forces relief and provides prolonged normalization of secretion and motility. 


TRIDAL is singularly free from urinary retention, constipation, dry mouth, blurred vision. 


dosage: One TRIDAL Tablet two or three times a day and at bedtime. Unless rapidly swallowed with 
water, TRIDAL will produce some lingual anesthesia 


Each TRIDAL Tablet contains 50 mg. of Dactil and 5 mg. of Piptal. Bottles of 50 compressed, uncoated 
tablets. 


*Dactil (the only brand of N-ethy]-3-piperidy! diphenylacetate hydrochloride): the piperidol to prescribe alone when no 


interference with digestive secretion is desired 
*Piptal (the only brand of N-ethy]-3-piperidyl-benzilate methobromide): the piperidol to prescribe alone when peptic ulcer 
known to be present and normalization of secretion as well as motility is desired 
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Oatmeal 


in the 
light of 
Current 


Nutritional 


Knowledge 


Oatmeal fits well into the die- 
tary management of gastroin- 
testinal disease. It is bland, 
mechanically nonirritating, 
low in residue, yet high im its 
contribution of available 
protein, vitamins and minerals. 


resent nutritional knowledge, greatly advanced 
during the past two decades, again enhances the 
time-honored position of this widely eaten break- 


fast dish—rolled oats with milk and sugar. 


The protein content of oatmeal, unaffected 
by processing or preparation for the table, is 
higher than that of other commonly eaten whole- 
grain cereals. The protein of the oatmeal and milk 
serving is of high biologic value. The carbohydrate 


is readily digested and available for energy needs. 


Among whole-grain cereal foods, oatmeal 
ranks among the highest in thiamine. It also con- 
tributes notable amounts of other B-complex vita- 


mins. 


For mineral content, too, oatmeal is rated 
among the leaders. It is outstanding for iron and 
phosphorus. Because of its low sodium content, 
it is particularly well suited for sodium-restricted 


diets. 


The low cost of Quaker Oats and Mother’s 
Oats, their delicious nutlike flavor, assured by 
careful selection of the oats used, together with 
their high nutrient value, warrant the physician’s 
continued recommendation of oatmeal as a key 


dish of America’s breakfast. 


Quaker Oats and Mother’s Oats, the two brands 
of oatmeal offered by the Quaker Oats Company, are 
identical. Both brands are available in the Quick 
(cooks in one minute) and the Old-Fashioned (cooks 
in 5 minutes) varieties which are of equal nutrient value. 
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a new topical anesthetic for oral administration 


XY LOCAINE’ VISCOUS 


(Brond of lidocaine*) 


the most effective anesthetic 


for the proximal parts of the digestive tract 


® Quick acting with prolonged effect 


- ® High viscosity and low surface tension permit the 
anesthetic, Xylocaine Hydrochloride, to come into 
immediate and intimate contact with the mucous membranes 


Safe... nonirritating . . . nonsensitizing. 
®@ Cherry flavored . . . pleasant and easy to take. 


®@ Xylocaine Viscous has proved valuable in the 
*“dumping" syndrome, hiccup, pyloric spasm caused 
by peptic ulcer, stomatitis, pharyngitis, esophagitis, 
acute cardiospasm, pylorospasm in infants, 
severe vomiting of pregnancy, esophagoscopy, 
gastroscopy, gastric intubation and gastric lavage. 


® Contains 2% Xylocaine Hydrochloride in an aqueous solution 
adjusted to a suitable consistency with carboxymethylcellulose. 
Cherry flavored for palatability. 


Supplied: In boitles ot 100 and 450 ax. 
Average Dosage: One tablespoonful, administered orally. 


Additional information available upon request 


Astra Pharmacevticol Products, Inc., Worcester 6, Mass., U.S.A. 
¢ 
*U.S. Potent No. 2,441,498 


203 
a 
\ 


routine 
physiologic 
support 

for your 
aging 
patients 


“therapeutic bile” 


DECHOLIN’ 


one tablet t.i.d. 


to improve liver function! 
to produce fluid bile* 


to restore intestinal function 


Clinical evidence substantiates 
the value of Aydrocholeresis with 
Decholin as routine adjunctive 
therapy in older patients. 

(1) Schwimmer, D.; Boyd, L. J., and 
Rubin, S.H.: Bull. New York M. Coll. 
16:102, 1953. (2) .Crenshaw, J. F: 
Am. J. Digest. Dis. 17:387, 1950. 
(3) King, J. C.: Am. J. Digest. Dis. 
22:102, 1955. 

Decholin (dehydrocholic acid, Ames) 
and Decholin Sodium (sodium dehy- 
drocholate, Ames). 


(, AMES COMPANY, INC. 
fur Elkhart, Indiana 


Ames Company of Canada, Ltd., Toronto 
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A monthly journal of Gastroenterology, Proctology and Allied Subjects 
(ForMerRLY THE Review or GASTROENTEROLOGY ) 


VoLUME 25 MARCH, 1956 NUMBER 3 


PANEL DISCUSSION ON PEPTIC ULCER* 


CLIFFORD J. BARBORKA, M.D., Moderatort 
E. CLINTON TEXTER, Jr., M.D. 

R. BURNS LEWIS, M.D.§ 
WALTER W. CARROLL, M.D.‘ 
Chicago, Ill. 
and 
ROBERT J. BOLT, M.D.{t 
Ann Arbor, Mich. 


Dr. Barborka:—Members of the College: I should like first to have the 
privilege of introducing the members of our panel today. On the extreme left, 
Dr. Robert J. Bolt, Assistant Professor of Medicine at the University of 
Michigan. Next to Dr. Bolt, Dr. E. Clinton Texter, Jr., Associate in Medicine, 
Northwestern University; then Dr. R. B. Lewis, Assistant Professor of Radiology 
and Roentgenologist, Passavant Memorial Hospital; and Dr. Walter W. Carroll, 
Assistant Professor of Surgery at Northwestern University. 


The controversial aspects of peptic ulcer have somewhat mellowed from 
the earlier days when one could expect almost an atomic explosion between 
the various fields of activity in surgery, medicine and clinical investigation. 
Today I think most all of us in the room will agree that uncomplicated duodenal 
ulcer is a medical problem. There are two major factors which should be 
borne in mind in relation to peptic ulcer: first, the healing of the ulcer; and, 


°Presented before the Second Annual Convention of the American College of Gastroenter- 
ology, Chicago, IIl., 24, 25, 26 October 1955. 

tAssociate Professor of Medicine, Northwestern University, Chief Gastrointestinal 
Clinics. 

tAssociate in Medicine, Northwestern University, Assistant Chief Gastrointestinal Clinic. 

§Assistant Professor of Radiology, Northwestern University, Roentgenologist Passavant 
Memorial Hospital. 


{Assistant Professor of Surgery, Northwestern University. 


ttAssistant Professor of Medicine, University of Michigan. 
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second, and what appears to me to be a very important factor, our efforts 
as a profession to prevent the recurrences. 


Approximately 90 per cent of all the cases are controlled by the use of 
intelligent medical care, consisting of dietary management, antispasmodics, and 
antacids. We will discuss some of the newer adjuncts of therapy as we get 
into the panel discussion. 


Now, Dr. Bolt, assuming we have a patient approximately 35 years of age, 
whose history, physical and x-ray examinations, gastroscopic examination, test 
meal, and stool examinations demonstrate to your satisfaction that there is an 
uncomplicated duodenal ulcer, what would be your approach in management? 


Dr. Bolt:—Dr. Barborka, I think the basic medical treatment of an uncom- 
plicated duodenal ulcer is quite standard and generally accepted by all those 
treating peptic ulcer. In our own patients, our routine would be as follows: 
first of all I should like to mention the necessity of establishing rapport with 
the patient, which I believe is the basic me ‘thod of tre ating any peptic ulcer 
patient; in other words, the use of superficial psychotherapy, finding out what 


are the aggravating factors in the particular individual, how his ulcer symptoms 


are related to his work or home environment, and starting from that basis, the 
rest of the treatment, both from a dietary and drug therapy part is successful, 
I believe, only if the basic rapport has been established. Once the confidence 
of the patient has been assured, we recommend the standard Sippy bland diet 
first. We do not put our uncomplicated duodenal ulcer patient on the so-called 
strict Sippy regimen, since in general most of them will respond to a much 
more liberal program. 


Secondly, we employ antacids and our choice has been either calcium 
carbonate or magnesium trisilicate, in doses of 1 to 2 grams, six times a day. 
When we give it six times a day, we generally give it about 45 minutes to an 
hour after each feeding; in other words, the patient is having six meals a day, 
at eight, ten, twelve, three, six, and bedtime, and taking antacids halfway 
between those meals at nine, eleven, two or two-thirty in the afternoon, and 
five oclock, and again about seven-thirty or eight o'clock, so that throughout 
the daytime the patient either has some food on his stomach to help neutralize 
acidity, or has antacid acting between meals to help neutralize the acid that 
is being formed. 


Generally, in the uncomplicated case, we do not pay a great deal of 
attention to the night time. The individual patient, governs his medication. 
If he says, as many of them do, that he wakens at two or two-thirty in the 
morning with pain, it is essential that he be given a feeding just prior to his 
usual time of awakening with the pain. It is peculiar how consistent patients 
are on the time of awakening. If they take a glass of milk or chew a few 
antacid tablets, at twelve-thirty or one, they can control their nightly pain. 
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Two other agents employed routinely are the sedative and anticholinergic 
drugs. As to our choice of anticholinergic agents, we actually use a variety. 
[ think it is important not to exploit any one anticholinergic drug, and it is 
a very good thing that there are a number of them available. They can be used 
alternately employing tincture of belladonna, Banthine, Pro-Banthine, or what- 
ever anticholinergic drug you prefer. I don’t think there is any one outstanding 
single anticholinergic drug, but there are a number that are satisfactory. 


Finally, and probably not the least important, is the use of phenobarbital 
or sedation. 


[ think that that pretty well summarizes the basic treatment for uncom- 
plicated duodenal ulcer. | don't believe there is much variation from one 
physician, or one clinic, or one hospital to another in this basic therapy. 


Dr. Barborka:—Dr. Texter, from the internist’s standpoint would you have 
any further comments in any specific areas you would like to bring out in 
conjunction with our pretty well accepted variations of management of the 
uncomplicated duodenal ulcer? 


Dr. Texter:—I would say Dr. Bolt has summarized _ basic principles of 
treatment very well and any minor changes in our method of treating the 
patients will come out as the panel develops. 


Dr. Barborka:—1 notice the surgeon got as far away as he could from the 
internists and separated himself by a recognized interpreter of x-ray. ( Laughter ) 


I said I thought the responsibility of the prevention of recurrences is very 
important. We all recognize the apparent ease in controlling the uncomplicated 
ulcer and bringing the patient relief, but we have a very major responsibility 
in cautioning the patient not to assume that an apparent arrest is a cure. 
Although there are too few accurately documented surveys of recurrences, we 
find that recurrences occur from 46 per cent to as high as 93 per cent in all 
cases of peptic ulcer within five years. 


This is a very significant fact. We have various ideas as to the reasons for 
recurrences. We say that it is because of physical and mental fatigue. We say 
it is because of varied emotional disturbances, and there is a great flair of 
acceptance of the role of stress and all of its interrelated phenomena, and the 
dietary indiscretions, the infections, particularly of the upper respiratory tract, 
to which an individual is prone. We could go on with numerous ideas of the 
cause of recurrence, but when any disease has a percentage of recurrence 
varying from 46 per cent to 93 per cent, it is an astounding statistical factor; 
therefore it is our responsibility to develop a close physician-patient relationship 
and encourage the energetic follow-up by the patient after he is controlled. 


It is an interesting fact to note that this statistical amount of recurrence 


varies proportionately to whether a patient is a privately managed patient, 
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with careful instruction, such as the 46 per cent recurrence to as high as 70, 
80, to 93 per cent of cases cared for in ward or free clinic beds. I cannot help 
but believe that the amount of education and the closeness to the understanding 
of the individual patient, to impress him with the importance of preventing 
not alone recurrences, but also the complications, is one of our serious respon- 
sibilities. 


Dr. Bolt, would you mind giving me, if you have other factors in your 
mind, those which you consider as most likely to be responsible for the pro- 
duction of recurrences? 


Dr. Bolt:—Well, truly, Dr. Barborka, I do not think there is any one single 
factor. Ulcers sometimes recur in patients who are under very close observation 
either in our clinic or in private practice. They come in with recurrence of 
ulcer symptoms for absolutely no known reason, at least no reason that we 
can find. 


In our experience there are three things: the first, a group of patients who 
tend to have their ulcers on a seasonal basis and frequently will have exacer- 
bations in the spring or in the fall. I was particularly interested in that. I do 
not know exactly why it should happen unless it is related to type of work 
they are doing, but we have checked on our patients as to the approximate 
incidence of this seasonal recurrence of duodenal ulcer—not gastric—and have 
found in our series it probably is not as important as general opinion has held 
it to be. Between 15 and 20 per cent of our patients, however, do have a 
seasonal recurrence, and it is quite definite. They will state in May, or June, 
or September, or October they can be almost certain they will have activity 
of the ulcer. Why they have that reactivation, I do not know, but I do know 
that it can be prevented in a fair number of those individuals if they are put 
on a strict ulcer program prior to the time that they have their recurrences. 

The second item is one of infections, “strep” throat, sore throat, colds, things 
of that sort. We generally instruct our patients, if they have any illness of that 
kind to go on a full ulcer program, since we again see a high percentage of 


ulcer patients who reactivate following colds or infections. 


Then there is the third group in which we can find quite a definite rela- 


tionship either with upsetting circumstances in the home or at work. These 


individuals frequently know, when they are working harder or are under more 
of a strain, their chance of having recurrent symptoms of ulcer is very great. 
We emphasize to these individuals, when they are in those periods of exces- 
sively long hours of work, and fatigue, and stressful circumstances, that they 
go again on the full ulcer program, even though the symptoms are not present 
at that time. 


I think those are probably the three most important groups in which we 
feel prophylactic measures are definitely indicated. 
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Dr. Barborka:—Dr. Texter, what is your feeling as to the relationship of 
tobacco, alcohol, and caffeine in ulcer production, or production of recurrences? 


Dr. Texter:—I should like to add to Dr. Bolt’s comment about recurrences. 
It is a fascinating sort of problem. The work of Russell Boles has helped us 
in this regard, namely, that in his experience, recurrences, particularly those 
of onset of bleeding, occur in the months of greater change in temperature, 
which might be April and October. We see a greater incidence of ulcers at 
these times of the year in Chicago. During the time I was in North Carolina, 
the peak change in temperature ‘wall come about Christmas time, and then 
also we saw the peak of ulcer incidence. 


Perhaps one can find respiratory infections with temperature change, 
inasmuch as they tend to occur in the months when you are not quite sure 
whether to wear a topcoat, overcoat, or go without any. 


On the question as to alcohol, caffeine, and tobacco, we should consider 
that all of these are more or less contributing factors to ulcer, but not in any 
sense the real etiology of the condition. It would seem reasonable in the case 
of alcohol and caffeine to proscribe that the patients take these agents in 
moderation or not at all, if possible. The effects of tobacco are a good deal 
more vague, I would say, on the digestive function, and, having had part of 
my training at Duke, which is supported by tobacco, I cannot have too strong 
feelings on that. (Laughter) 


Dr. Barborka:-How long would you feel you should continue medical 
management in an effort to prevent recurrences? How liberal or otherwise are 
you going to be? 


Dr. Texter:—The longer the patient can go without having a recurrence 
the better the outlook for the future. As a rule of thumb, we could say he 
ought to continue fairly strict medical management for a period of six months, 
and modified for maybe 18 months thereafter. Actually the exact benefit of 
these programs is not too well known. 


Dr. Barborka:—Dr. Lewis, how often would you re-ray a patient such as 
we have been discussing, as you follow up the management, and what is the 
most practical timing of such efforts to follow-up? 


Dr. Lewis:—In the absence of complications, re-examination at three weeks, 
six months and finally at one year would, I believe, give a very satisfactory 
follow-up. 


Dr. Barborka:—Dr. Lewis, I wonder if you would give us your conception 
of what the important problems are in the x-ray diagnosis of peptic ulcer. 

Dr. Lewis:—Since the x-ray diagnosis of peptic ulceration is primarily 
dependent upon the demonstration of an ulcer crater or secondarily in the 
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absence of a crater the various “secondary signs” such as “spasm”, “irritability”, 
“instability”, “constant deformity”, etc., it is obvious that our problem concerns 
the observation and/or demonstration of these findings. Factors which make 
this difficult are: 1. Size and habitus of the patient; 2. Physical condition of 
the patient and 3. The experience of the radiologist and the condition of his 
equipment. One could elaborate at great length on all three of these factors, 
especially the first two. Certainly nothing is more frustrating to the fluoroscopist 
than the large protuberant abdomen with “steer horn” shaped stomach. Not 
only is it impossible to produce adequate “pressure spot films” of the bulb, 
sometimes it is impossible to see the bulb free of overlapping bowel or stomach. 
Obviously patients with fractures, casts, deformities or paralyses present a real 
problem in positioning and cooperation. 


Other factors to be considered include recurrent ulceration in an old 
scarred duodenal bulb and gastric retention. In the former we must usually 
depend on the secondary signs of ulceration and the clinical history—in other 
words we “play by ear”. In the latter, we must defer judgment until the part 
examined can be visualized without interfering food particles. 


Dr. Barborka:—In the past, as you have heard discussed, the principles of 
management of the uncomplicated ulcer cases consisted of rest, diet, alkalies, 
antispasmodics, and sedatives. Recently there have been a number of new 
agents introduced in the treatment, the so-called anticholinergic drugs, and I 
should like to discuss briefly some of the points in reference to these anti- 
cholinergic drugs. What do you feel, Dr. Texter, has been their contribution 
to the management of the ulcer patient? 


Dr. Texter:—We term these drugs adjuncts of management. The advantage 
of the newer compounds over the older belladonna alkaloids are considerable 
for the relief of ulcer pain in this group of patients. These drugs are rather 
effective otherwise as well for depressing gastrointestinal motility and gastric 
secretion, and these have added considerably to our therapeutic armamentarium 
in treating ulcer patients. 


Dr. Barborka:—Do you feel that the anticholinergic drugs have done 
anything at all in lessening recurrences, Dr. Texter? 


Dr. Texter:—I think it might be worthwhile to take a little time to review 
this subject in a little more detail. 


(Slide) The new anticholinergic compounds may be considered in two 
groups. These are tertiary amines. Atropine is at the top of the slide and you 
can see it has three groups attached to the central portion here. One of the 
older synthetics, syntropan, and one of the recent ones, Bentyl, are also shown. 


(Slide) This slide emphasizes the other class of compounds, namely, the 
quaternary amines, in which there are four chemical compounds attached to 
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the nitrogen here. The structures of Banthine, acetylcholine, and dibutoline 
are very similar, actually, and it is thought that this explains some of the action 
of these compounds, that the anticholinergics will attach themselves to the cells, 
where acetylcholine might be working and thereby block its action. 


A number of studies can be carried out comparing newer anticholinergics 
with the older atropine compounds. In one such series of 250 patients, it was 
found that the incidence of recurrences during a period of 15 months was cut 
from about 90 per cent to 75 per cent by the administration of these agents, 
and I think that summarizes the fact that the anticholinergic agents do not 
present a total answer to the problem 


REDOX CONCEPT OF HYDROCHLORIC ACID SECRETION (CONWAY) 
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Fig. 1—Schematic representation of rodox concept of hydrochloric acid secretion (from 
Texter and Barborka, reproduced with the kind permission of the editor of 
Gastroenterology ). 


Dr. Barborka:—Dr. Texter, are there dangers in the use of these drugs in 
masking the severity or possible complications that accumulate in the patient 
under treatment? 


Dr. Texter:—I would say so. It is certainly true of the patient who may 
turn up with bleeding unheralded by any previous signs of ulcer activity. The 
major effect of these. drugs in influencing symptoms is related to their effect 
on motility relieving ulcer pain. 


Dr. Barborka:—I think we might turn just briefly to some of the interesting 
points in a young science or physiology of the digestive tract. For the clinician 
and investigator who seeks to interpret disorders of the stomach in the light 
of its physiology, and to evaluate medical and surgical procedures, it is well 
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to review constantly both documented data and various hypotheses brought 
out in relation to various phases of the production of the peptic ulcer. 


Dr. Texter, you have done a good deal of work with the current concept 
as to the mechanism of gastric hydrochloric acid formation. 


Dr. Texter:—This is shown dramatically on one of the slides. 


The formation of gastric acid is a problem which has intrigued physiol- 
ogists for years and, from the complicated chart (Fig. 1), it is easy to see 
why it is a real problem. Here on the left side of the slide, diagramatically, 
is the interstitial fluid. You can see the chloride comes from the interstitial 
space and is concentrated in the cell. It has been concentrated by perhaps 50 
per cent. We also derive water from the interstitial space, which is combined 
with carbon dioxide under the influences of carbonic anhydrase, bicarbonate 
returns to the interstitial fluid, and hydrogen ions go into the parietal cell. 


It is thought that a tremendous concentration of hydrogen ions occur in 
this “redox” cycle, but for the most part, this is theoretical. There is some 
experimental basis for it. If this is the case, the hydrogen ion combines with 
the chloride to form hydrochloric acid. The concentration is about 160 mEq. 
or 160 clinical units. 


Dr. Barborka:—I think we should discuss some of the complications of 
peptic ulcer, and perhaps if we start off with hemorrhage, we might say that 
hemorrhage in peptic ulcer occurs as a complication in approximately 20 to 
25 per cent of ulcer cases. It may occur at any age, although with greater 
incidence in the latter decades of life. The older, conservative methods of 
treating hemorrhage originating in peptic ulcer consisted of rest, sedation with 
morphine, starvation, and expectant optimism. The conservative viewpoint and 
therapy were widely adopted. The medical mortality was moderate or low. 


With the introduction of intravenous fluids and transfusions, it was 
expected that the mortality figures would be much better. In 1933 Meulengracht 
suggested the liberal feedings of hemorrhage cases, and an entirely new era 
of therapy was thereby initiated. The remarkable improvements in the surgery 
for ulcer due to better technics, improved anesthetics, the use of antibiotics, 
pre- and postoperatively, along with the significant lowering of the mortality 
rate, have led to the invasion of this hitherto entirely medical field by coura- 
geous and competent surgeons. 


Dr. Bolt, can you enlighten us on what is the immediate treatment of a 
bleeding ulcer as it presents itself to you? 


Dr. Bolt:—I think, of course, the most basic and first thing to do is to try 
to determine the exact status of the patient on admission. If we know that the 
patient has a bleeding ulcer, it eliminates a great deal of anxiety in establishing 
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the diagnosis. The first and most important thing is frequent blood pressure 
determinations, the evaluation of the appearance of the patient, and whether 
any secondary disease is present which might result in earlier surgery than in 


the average individual in good health. 


Of course, along with taking of blood pressure, pulse rate, and general 
observation, one of the first things to do is to type the patient and cross-match 
his blood for future use, depending on his condition and continued bleeding. 
On the rare occasion when the patient is having massive bleeding, feeding may 
be impossible, and in a patient with marked bleeding we do not force food by 
mouth. These are exceptions to the general rule. Generally we do start treat- 
ment with free feeding. Occasionally the feedings are limited to either pure 
milk or milk and cream every hour during the first 24 hours. During that period 
of time, it is essential to have frequent recordings of blood pressure and 
frequent checks on the hemoglobin and hematocrit. Blood volume determina- 
tions, if available, are a great deal of help in determining whether the patient 
has severe, or moderate, or mild bleeding. 


When the patient continues to lose blood the factor of dehydration and 
anemia comes in. We cannot trust the hemoglobin and hematocrit in many of 
these cases. The clinical evaluation is probably the most important factor at 
this point. 


In addition to the ordinary feeding of milk, we employ antacids in most 
of the cases. We have not been very strict in -mploying anticholinergic drugs 
at this stage, but the feeding, transfusions, and the antacids are a basic routine 
in a patient who cor..es in bleeding. 


Dr. Barborka:—I assume that both of you men feel that the sooner we 
have the cooperation and counsel of the surgeon, the more likely we are to 
keep our judgment sane and perhaps give the patient the best opportunity. In 
our experience the surgeon is often conservative when we feel we should have 
surgery, and when we have felt we should rush in on the surgeon with a 
problem, the surgeon is often the conservative member of the team. 


Dr. Texter, will you discuss the problem with reference to calling for 
surgical treatment? 


Dr. Texter:—If one contemplates, when one first sees the patient, that the 
case will have to have surgery, I think it is only fair to call the surgeon in to 
see the patient, so he will become part of the team, and the care of the patient 
will become a joint responsibility. This works particularly well at the Veterans 
Research Hospital where the medical and surgical departments act together 
in hemorrhage cases. 


Dr. Barborka:—Dr. Carroll, we are faced with a situation in which an old 
gentleman under careful supervision and within a period of approximately 48 
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hours is losing ground from his hemorrhage. When surgery is indicated, such 
as this patient with a likely arteriosclerotic vessel involved, what would be your 
procedure? 


Dr. Carroll:—Dr. Barborka, this patient is strictly a candidate for subtotal 
gastric resection. Due to the fact that there is an extensive arterial collateral 
blood supply in the area of ulceration, one will not be able to stop such 
bleeding by any direct ligation of individual vessels and therefore resection 
is the inevitable choice. From the surgeon’s point of view, the decision becomes 
a bit more difficult in a younger age group where we are asked to see the 
patient in cooperation with the internist earlier than in the case you described. 
It is very important that the responsibility for these patients be divided early 
in the hemorrhagic episode because, as Dr. Texter mentioned, it is only fair 
to be able to follow the patient a little yourself before being called upon to 
make a significant judgment regarding surgical intervention. Too often in 
previous years, the surgeon has been consulted only after numerous transfusions 
already had been administered and the patient’s blood pressure again forced 
to shock levels by persistent bleeding. The present trend is in the direction of 
prompt resection if the hemorrhage is massive and persistent. 


Dr. Barborka:—What would you do if you had a young man presenting 


himself with a history of an ulcer in his early youth, had survived his first 
severe hemorrhage under careful management, and he had since had three or 
four hemorrhages; he is at the age of 27, and you are confronted with the 
question whether you want to proceed with radical surgery? 


Dr. Carroll:—And he is now bleeding? 


Dr. Barborka:—He is bleeding but not as severely as the first time, but he 
has a history of recurrence of bleeding at three or four different intervals 
the period from an early age to 27. 


Dr. Carroll:—In an effort to shorten the observation period and to operate 
sooner with justification, the patient’s history should be studied carefully. 
Certain facts may come to light which will point toward the existence of a 
penetrating ulcer, one which tends to produce the unrelenting type of hemor- 
rhage. A review of all operated bleeding ulcers will indicate that 85 to 90 per 
cent of these patients will present at least one of the following three points: 
1. history of constant intractable pain during the weeks immediately preceding 
the hemorrhagic episodes; 2. history of previous hemorrhage and 3. history of 
previous acute free perforation. On the other hand, one of these salient features 
will be found in only 15 per cent of those patients whose hemorrhage is 
successfully managed by medical means. The judicious application of such 
information may often bring the patient to surgery earlier and therefore in 
better condition, rather than after a prolonged period of hopeful expectancy 
that was originally doomed to fail despite the best of medical management. 
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In this young man around 30 years of age, I still would go along on 
conservative management unless there are other facts in the record to indicate 
the intractable nature of his problem, For example, I have in mind a man in 
his early thirties who experienced a severe reactivation of his ulcer problem 
every year when he went hunting. The excitement of these trips often resulted 
in frank hemorrhage. A subtotal resection was carried out and, although this 
is but a single instance, I am happy to report this man has done well since 
surgery. 


Dr. Barborka:—Perforations may be one of three types, the free perforation, 
the penetrating type, or the perforation that has walled itself off. What is your 
opinion of the management of free perforation? 


Dr. Carroll:—Treatment of free perforation of a peptic ulcer remains a 
surgical maneuver. A few reports pertaining to the expectant suction method 
of conservative treatment can be found in the recent literature. These are 
mentioned only to be condemned because their conclusions are not generally 
applicable. The over-all best results are to be obtained by adhering to the 
time-honored procedure of direct plication closure of the perforation by surgical 
means. A few exceptions will occur in which simple closure is not mechanically 
feasible, such as when there is a massive defect in the duodenum or when the 
patient has a concomitant completely obstructed pylorus. Gastroenterostomy or 
resection may be the only alternative for such patients. 


Dr. Barborka:—Dr. Carroll, what can you prognose in the long-term clinical 
course in a patient after closure of a free perforation? 


Dr. Carroll:—Approximately one-third of such patients will have no further 
clinical evidence of their peptic ulcer. The other two-thirds of these patients 
will eventually develop typical ulcer symptoms which at some time or other 
will require medical management, and depending upon the patient's orientation 
and the enthusiasm of his medical care, varying degrees of symptomatology 
can be expected from this group. Half of this group will develop future com- 
plications which will lead eventually to further surgery. Thus, one-third will 
have no future trouble, one-third will have mild to moderate difficulty, and 
one-third will become sufficiently complicated as to require a second surgical 
procedure. 


Dr. Barborka:—Dr. Carroll, are there any circumstances under which you 
approach a free perforation which would suggest to you to elect to perform a 
gastric resection? 


Dr. Carroll:—That is a very good question, Dr. Barborka, and I am glad 
you brought it up. My personal experience with gastric resection at the time 
of free perforation is limited, but I know the interest in this aspect of the ulcer 
problem is expanding in many parts of the surgical world. I recently reviewed 
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the literature on this subject and was surprised to find some 60 articles on 
this subject printed in the last 15 years. In 1939, Yuden reported on 1,200 free 
perforations of which approximately 7 out of every 12 were resected. His 
mortality rate was in the neighborhood of 8 per cent. Recent reports are below 
5 per cent. 


Before one attempts to evaluate the existing possible indications for resec- 
tion in a given instance, the patient’s general condition must first be considered 
excellent. The perforation should be less than 12 hours old, the patient must 
be under 55 years of age and the surgeon must be enjoying optimal operating 
conditions. If the patient were to qualify under these “safety criteria”, then 
he must be further evaluated as regards specific indications. Some of the follow- 
ing clinical findings might be considered as such: recurrent perforation; multiple 
ulcers; concomitant or previous hemorrhage; larger perforation in a callused 
ulcer; known pyloric obstruction with free perforation; gastric ulcer which 
might be malignant; or a patient who is known to be unreliable in cooperating 
in medical management. 


Were we to use these as definite criteria, one out of every three free 
perforations would end up with a subtotal resection. These patients actually 


make up to a large degree the percentage that later presents such serious ulcer 
problems that surgery for them again becomes mandatory, either as an elective 
procedure or at a time when they again present a life-threatening episode. Since 
the surgeon cannot foresee the future, we must individualize our treatment to 
the best of our ability. This may be one place where the reports of others 
might have a direct bearing on our judgment regarding the use of resection 
more frequently than in the past in the presence of perforation. 


Dr. Barborka:—We have been talking about two phases of complications, 
hemorrhage and perforation, both of which are in the sense of emergency. Now 
when we come to the question of obstructive lesions, they are rarely emergen- 
cies as we see them, and therefore demand our very careful scrutiny. It is 
necessary to determine if an obstructive lesion is due to simple edema or 
cicatrization and if surgery is justifiable. There must be a careful study of the 
nutritional status of that individual, particularly if we contemplate surgery. 


Dr. Texter, what is your approach to the recognized problem of obstruction 
of a peptic ulcer? 


Dr. Texter:—The first problem is to determine whether the obstruction is 
a matter of edema or location of ulcer, as in the obstructive symptoms that so 
often occur in the pyloric channel ulcer, or whether it is a matter of scar tissue. 
The roentgenologist can be of help in this situation by determining whether 
there is retention at six hours. Any retention of barium in 24 hours is significant. 
There are certain risks in putting barium in the stomach unless you are willing 
to take out the barium, but by and large, x-ray is very helpful. 
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Another very useful aid in determining where you stand, is the use of 
gastric aspiration. It is our custom to use overnight suction for a 12-hour period, 
measuring the quantity removed. If complete obstruction is not present, the 
patient is fed at hourly intervals on a Sippy type of program during the day. 
The amount of secretion, or at least, the gastric aspirate which is removed, will 
vary considerably, but we can say as a general rule, anything over 750 to 1,000 
c.c. during a 12-hour period is indicative of either obstruction or “hypersecre- 
tion”. If one has a decreasing amount of aspirate, one can be certain the patient 
is improving. 


This technic has certain advantages in that it obviates the problems for 
the most part of electrolyte disturbances which may accompany the use of the 
24-hour aspiration. Usually at the end of the five or six days, you can re-ray 
the patient and see whether you are accomplishing your goal; if you are not, 
efforts should be made to correct an electrolyte and nutritional status and 
proceed with surgical treatment. 


Dr. Barborka:—Do you approach it any differently at the University of 
Michigan? 

Dr. Bolt:—I think our approach is basically the same. We aspirate only at 
bedtime, and in about 50 or 60 per cent leave the tube in overnight. That is 
probably the only difference. We do not usually aspirate during the day, but 
if the amount aspirated at bedtime is gradually decreasing, we try to discontinue 
that treatment. 


In regard to the anticholinergics, I want to warn about their use in either 
partial or complete obstruction. The quaternary amines, in contrast to atropine, 
have a much stronger effect on motility, and can cut it out completely, similar 
to the results found in vagotomy. If the patients are on Banthine, or Pro- 
Banthine, or one of the other substances, you may tend to increase the amount 
of gastric residual and actually increase the degree of partial obstruction. This 
is probably the only instance in which quaternary amines are out of the picture 
completely. Atropine or belladonna have a much less dangerous effect, because 
they are less effective in reducing motility. 


Dr. Barborka:—Dr. Lewis, as a radiologist, what problems are you con- 
fronted with in the obstructive benign lesions? 


Dr. Lewis:—Our biggest problem in this instance is trying to convince the 
house staff that they cannot aspirate a stomach containing a large amount of 
food and fluid with a small tube. We feel that the first aspiration should be 
made with a large caliber tube then one with a smaller diameter for con- 
tinuous suction. In our experience, the continuous suction should be continued 
a few days, preferably about a week before x-ray examination is attempted. 


Dr. Barborka:—If we go over the American literature, the rate of recurrence 
of duodenal ulcers will run approximately 65 to 75 per cent after treatment and 


218 THE AMERICAN JOURNAL OF GASTROENTEROLOGY 


control. The rate of recurrence of gastric ulcer is approximately 10 to 20 per 
cent after control. The duodenal ulcer gives one a fairly consistent history 
which is most suggestive of a duodenal ulcer. The history given by the patient 
with gastric ulcer is often variable and ofttimes so confusing that we must 
rely upon varying adjunct diagnostic technics to verify the diagnosis. This is 
one of the most controversial problems in gastric ulcer, the differentiation of 
a benign from a malignant gastric ulcer. 


We have fairly well accepted aids in our effort to differentiate the diag- 
nosis of a gastric ulcer: 1. gastric acidity; 2. stool examinations for occult blood; 
3. gastroscopy; 4. exfoliative cytological studies and 5. x-ray examination. 


Dr. Bolt, at the University of Michigan, when you are confronted with a 
gastric ulcer, what sort of program do you use in handling your patient? 


Dr. Bolt:—I gather that you are asking how to make a differentiation be- 
tween benign and malignant ulcers and how to treat them. 


Dr. Barborka:—That is right, and I might say, Dr. Bolt, I should like you 
at this time, if you do not mind, to express to us your experience with the 
efforts to determine gastric acidity which I mentioned as one of the first tech- 
nics of differential diagnosis, apart from intubation. 


Dr. Bolt:—Well, the things you have listed, acid content, stool examinations 
for occult blood, x-ray examination, and so forth, are the things we rely on. 
The history is of some help, but quite often is very unreliable. It is important 
to realize that you have to employ at least three or four of these five things 
before you can make a very sure differential diagnosis, and even then you are 
not always absolutely sure. 

I am saying that there is no single sign pathogonomic of a benign ulcer 
or a malignant ulcer. Many things have been talked of in the past as distin- 
guishing benign from malignant ulcer such as one sign on x-ray, or gastroscopy, 
or stool examination, but we have never relied on any single sign at all, and 
have generally taken the entire picture into view and made our decision on 
that basis. If I were to check up on anything that influenced us the most, I 
think it would be the gastric acidity, and then only if we found persistent 
anacidity in an individual with a gastric ulcer; in other words, a patient with 
no free hydrochloric acid on fasting and no free acid after stimulating with 
caffeine or histamine. That patient should be taken to surgery, on the premise 
that free hydrochloric acid is necessary for the presence of a benign ulceration; 
so we rely a great deal on that. 

Along that line, the new tubeless method® of analysis, has proven to be 
a simple and reliable test for free HCl. We are using at the present time, an 
azure A compound. This can be given in half a glass of water, by mouth, 
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and a urine specimen is obtained in two hours. The presence of a blue color 
in the urine indicates that free HC] is present in the stomach. 


If the stools show a persistent occult blood while the patient is on a good 
medical program, especially if he is in the hospital, where he should be for 
this treatment, we recommend surgery. A benign ulcer tends to bleed more 
freely than a malignant ulcer, but once gross bleeding stops, occult bleeding 
likewise disappears rapidly. A malignant ulcer, on the other hand, will fre- 
quently continue to show occult blood in the stool even though all gross 
evidence of hemorrhage has disappeared. 


I do not think that the incidence of error in gastroscopy, if the ulcer is 
seen, should be more than 3 or 4 per cent at the most, and then I think it 
depends so much on the individual doing the gastroscopy. Of course, it is 
subjective and depends on how much experience the gastroscopist has had, 
and there will be a great deal of variation from one series to another. 


Cytological examination is another method that has interested us. I am 
quite enthusiastic about the possibilities here. It helps especially where the 
examination shows definitely malignant cells. We have used different kinds 
of brushes, balloons and other abrasive methods in an attempt to increase the 
amount of cellular material obtained. To do that with a person who has a 
gastric ulcer is, at the present time, needless and may be dangerous and irri- 
tating to the stomach which already has some irritation in it. Recently, as many 
of you know, Rubin and Klayman, in Dr. Palmer’s laboratory here in Chicago, 
have been using a simple aspiration employing an enzyme chymotrypsin tq 
aid in elimination of the mucopolysaccharides and mucin that interfere with 
the obtaining of a good result. 


We have been using this for a year. Our results have been encouraging. 
We aspirate the fasting contents and instill a buffer solution with chymotrypsin. 
After ten minutes, we reaspirate, centrifuge, make the smears, fix immediately 
and stain. The results from this simple procedure have been comparable to 
our results with abrasive methods. 


I think in a cytologic examination the important thing is the rapidity 
with which the smear is made and fixation is accomplished. The stomach con- 
tents, of course, being acid, digest cells rapidly. 

That about summarizes the things we emphasize. The x-ray examination, 
which is very important, will be left for other discussants. 


Dr. Barborka:—In taking into consideration exfoliative cytologic examination, 
I should like to call the audience's attention to a long-term piece of research 
which has been going on, first started by Mellors in Cancer Memorial, by a 
study of the technic of recognizing the Papanicolaou smears for positive cells 
by a fluorescent stain that does not distort the ultimate staining of the cell. 
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Tolles, at Airborne Instrument Company, has recently called attention to 
the progress of his so-called cytoanalyzer, which is an automatic high-speed 
scanning device for screening the smears and differentiating negative slides 
from likely positive slides. This is a hopeful effort being made and will bear 
watching. In view of the importance of the x-ray in differentiating a benign 
from a malignant lesion roentgenologically, Dr. Lewis, would you give us your 
experience as to the problems with which you are confronted? 


Dr. Lewis:—We, of course, like to know the results of the clinical and lab- 
oratory findings in evaluating the roentgen findings. 


As was referred to earlier, there is no 100 per cent sure diagnostic pro- 
cedure or x-ray sign which permits us to say that this is a malignant or a benign 
lesion. There are, however, certain changes that we feel have a bearing on 
the subject. Probably the most important one is the appearance of the mucosa 
and the mucosal pattern at the site of ulceration or deformity. 


Considerable stress has been laid on the location of the ulcer, whether it 
be on the greater or lesser curvature, or pylorus, the question of whether or 
not the penetration of the ulcer is beyond the wall of the stomach or is con- 
fined within the wall of the stomach, and the size of the ulcer, and the rate of 
healing. All of those things have to be considered, though, as I stated, I 
think probably that the most reliable is the appearance of the mucosal pattern 
at the site of the ulcer. 


Dr. Barborka:—In the studies on 1,000 patients with the clinical diagnosis, 
that we take the responsibility of diagnosing as benign gastric ulcer, approxi- 
mately 8 to 9 per cent have proven to be malignant ultimately. Of these 1,000 
cases on which a diagnosis of benign gastric ulcer, over a five-year period 140 
had recurrence of their gastric ulcers. A total of 96 of these patients were 
resected, and 81 of the 96 were benign, and 15 were malignant. Of the remain- 
ing 44 cases of the recurrent group who were not operated upon, three died 
of malignancy. 


In the Lahey Clinic study, 16 per cent of the 140 cases that recurred 
proved to be malignant. That is, it appears twice as likely that a gastric ulcer 
may be malignant if recurrence occurs, than if it does not. 


In about 10 per cent of all cases of peptic ulcer, surgical intervention 
is required. Emergency surgery, such as is necessary for the patient with per- 
foration or with massive gastrointestinal hemorrhage refractory to medical 
treatment, aims to save life. Under these circumstances, there is no choice as 
to whether or not an operation is to be performed. In general, surgical inter- 
vention should be limited to those patients who develop complications or those 
who have not responded despite adequate and thorough medical management. 
Intensive medical treatment in the hospital should be tried in every case before 
elective surgery is finally decided upon. 
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A good operation has been defined as one which will give a reasonable 
assurance of cure without too great a mortality rate or too many postoperative 
complications. Gastroenterostomy was first employed, but although the imme- 
diate results were good, it has been observed that this operation has been 
accompanied by a 20 to 25 per cent recurrence rate within five years. In 
recent years gastric resection has largely replaced gastroenterostomy. Even with 
gastric resection it has become apparent that if only the lower part of the 
stomach is removed, the recurrence rate is almost as great as that following 
gastroenterostomy, and it has been recommended that at least two-thirds of 
the stomach be removed at the time of operation. 


Although vagotomy has been employed on occasion for a number of years, 
it was Dragstedt who stimulated the current interest in the use of vagotomy 
with gastroenterostomy for the treatment of peptic ulcer. Gastric resection and 
gastroenterostomy with or without vagotomy have been employed for duodenal 
ulcer. The general reflection of judgment from accumulated data suggests that 
gastric resection is the operation of choice. 


The results following gastroenterostomy with vagotomy appear to be about 
the same as those following resection. The mortality rate of gastroenterostomy 
with vagotomy is less than that of resection. Gastric resection is preferred for 
marginal ulcer following gastroenterostomy, while vagotomy may be used for 
recurrent ulcer following adequate gastric resection. 


With these thoughts expressed, what is your feeling, Dr. Carroll, regarding 
the present status of surgical therapy for peptic ulcer? 


Dr. Carroll:—Since the surgical literature pertains only to the complica- 
tions of peptic ulcer, it, of necessity, includes the great majority of morbidity 
and mortality data. On the other hand a review of the overall results of the 
usual cooperative medical and surgical plan for the care of peptic ulcer would 
indicate this disease is being treated quite well in the United States. These 
overall results can be measured quite simply by studying the natural course 
of events in the lives of 1,000 peptic ulcer patients that might be seen in the 
lifetime of a busy gastroenterological practice. About 900 of these patients 
will be made comfortable by straight medical management while the remain- 
ing 100 will come to surgery for various reasons. Of these latter 100 about 
90 will do well. There will be 3 to 7 recurrences, one to three deaths, and 
perhaps one or two rather miserable individuals who have exchanged an old 
distress for a new and persistent distress. This combined plan of therapy seems 
to be very adequate even though it could be criticized for its idealism. For 
those who hold a more conservative view, let me point out the interesting 
analysis of 997 patients recently reported by Moore. Of this group, there were 
837 patients with duodenal ulcer managed entirely with medical therapy from 
2 to 8 years. There was a medical mortality rate of 2.03 per cent resulting di- 
rectly from ulcer complications. If we project that figure into our original 
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theoretical 1,000 patients, we have a final result of 20 dead patients as compared 
with 2 or 3. The adjunctive surgery obviously reduces the mortality of peptic 
ulcer by a notable margin. 


As regards the exact surgical procedure used in the cure of the complicated 
intractable ulcer, the previously mentioned data pertain to those patients who 
have undergone a 70 per cent gastric resection. The vagotomy controversy has 
focussed considerable attention on the problem of surgical management of 
complicated peptic ulcer. From the standpoint of patient satisfaction in duodenal 
ulcer, there is little to choose between vagotomy with gastroenterostomy and 
subtotal gastric resection provided the gastroenterostomy is properly performed. 
A few more recurrences seem to occur in the vagotomy group as well as a 
noteworthy incidence of bothersome diarrhea. Maintenance of weight has been 
reported to be better in the vagotomy group while an overall weight loss of 
6-10 pounds is reported in gastrectomized patients. This latter objection pertains 
mostly to those patients who previous to surgery had difficulty in maintaining 
weight or who never were able to reach their statistically ideal weight. Those 
who favor vagotomy with drainage contend that the lower mortality rate is a 
serious point in its favor. Complications in the duodenal stump area account 
for the majority of the postgastrectomy mortalities. This is often a matter not 
only of technic but also of judgment as how best to handle this problem, 
i.e., excision or not. 


The work of Ralph Colp’s group in New York has done much to settle 
this controversy. By combining gastrectomy with vagotomy in 165 patients, 
no recurrences to date have been experienced. This compares with their own 
recurrence rate of 5.5 per cent in the control series of 220 gastrectomies. Their 
mortality rate of 0.5 per cent is noteworthy. Limited (50 per cent) resections 
with vagotomy have been reported by others with almost as good results as 
regards ulceration and in addition maintenance of weight has been satisfactory. 


Dr. Barborka:—I am sorry our time has run out, and I trust, in conclusion, 
prior to bringing up the-open questions that have been presented to me, that 
we have as a panel shed a little light upon the various problems peptic ulcer 
presents both in medical and surgical management. 


I have been presented several questions and I will attempt in the time 
left to have the panel discuss these. 


First question: Dr. Lewis, this is sent to you: Do we diagnose too many 
duodenal ulcers and overlook many gastric ulcers? 


Dr. Lewis:—I am afraid that is probably true. Too much reliance is placed 
upon spasm and tenderness, and the so-called secondary signs of ulcer, and 
we say this patient has an ulcer when he may have a duodenitis with no ulcera- 
tion deeper than the superficial mucosa. Contrawise for gastric lesions you have 
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a much larger area to examine and unless extreme care is taken in the exam- 
ination, ulcers may be overlooked. 


Dr. Barborka:—Dr. Bolt, what experience have you had with uropepsin in 
diagnosing peptic ulcer? 


Dr. Bolt:—I think there is a paper to be presented on this subject very 
shortly. My only thought is that uropepsin levels frequently, if they are 
extremely high, lend support to the diagnosis of duodenal ulcer. A high level 
is, of course, never diagnostic. If the level is extremely low it is against the 
presence of ulceration, but these values again are not absolute. They have to 
be interpreted with a great deal of caution. 


Dr. Barborka:—Dr. Texter, will you speak of the use of glucose by mouth 
in the control of acute ulcer pain unrelieved by antacids? Is it any good, and 
how does it work? 


Dr. Texter:—Instilling glucose into the stomach depresses gastric motility 
temporarily, and it is conceivable that ulcer pain in relieved by this mechanism. 


Dr. Barborka:—Dr. Carroll, what is your treatment for acute gastritis with 
massive bleeding? 

Dr. Carroll:—I gather that the question means that the patient had had 
repeated episodes of bleeding, an absolute preoperative diagnosis of peptic 
ulcer has not been made, and at the time of operation one fails to find an 
obvious gross cause for the hemorrhage. If that is the question, and obvious 
cirrhosis is excluded, such a patient requires a subtotal gastrectomy. There is 
really no alternative because the bleeding comes from multiple small sources 
within the hypertrophic mucous membrane and submucosal vascular plexuses. 
These situations are infrequent, but their occurrence has been well docu- 
mented in the literature. On occasion second resections have been reported 
to be necessary before the bleeding is eventually controlled. 


Dr. Barborka:—Dr. Lewis, the question is asked: How frequently should 
x-ray studies be made on an ulcer patient during the period of clinical remission? 


Dr. Lewis:—I see no reason for repeating the x-ray examination until the 
patient tells you he is experiencing some difficulty. This is assuming, of course, 
that there is no question of malignancy. 


Dr. Barborka:—Discuss the role of Rauwolfia alkaloids in the management 
of peptic ulcer. 

Dr. Texter:-I have no particular enthusiasm for the use of Rauwolfia 
alkaloids. I do not feel at the present time that we can accept them. One might 
even say they have certain dangers. 


Dr. Barborka:—Discuss the therapeutic effect of x-ray irradiation to the 
abdomen to inhibit gastric activity. “I am particularly interested in the ulcer 
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patient of the sixth or seventh decade who responds very poorly to any medical 
treatment, who is not a good surgical risk, and whose symptoms may be con- 
trolled by irradiation.” 


Dr. Lewis:—I am afraid you will have to ask someone else. I am not a 
therapist and have had no experience with this form of therapy. 


Dr. Barborka:—I have another question in my hand: What effect does 
x-ray have on the healing of benign peptic ulcer? That calls our attention to 
the work of Palmer and Kirsner, at the University of Chicago, who have carried 
out a rather full and interesting study on the inhibition of gastric secretion 
from radiation. 


I have had no experience nor have any other members of the panel. 
Despite the encouraging nature of their observations following radiation 
therapy, this mode of treatment has not been generally adopted in the United 
States, and other workers are less enthusiastic about its ultimate value. 


We have exceeded the question time, so will conclude by thanking the 
members of the panel for their excellent contributions in the discussion of 
the problems of peptic ulcer. 


FUNCTIONAL HYPOGLYCEMIA® 


D. W. CREEK, M.D. 


Santa Barbara, Calif. 


Interest in so-called functional disorders or disturbances continues to 
increase. We hope to further such interest by presenting an additional 1,100 
cases of patients with an altered glucose tolerance whose chief complaints or 
symptomatology could not be explained on the basis of organic disease. 

No attempt is made to establish the etiology of such altered glucose metab- 
olism. A monograph on the subject has now been published’ and the difficulty 
of naming a specific organ or group of organs as etiologic agents is well dis- 
cussed. 


The lack of agreement on even a name for such an entity or syndrome 
typifies the confusion and uncertainty in this field of biochemical disturbance. 


TABLE I 


DISTRIBUTION OF 2,700 CAsEs IN PERCENTAGE 


] 


Age group Male Female 


10-20 0.85 1.6 2.4 
20-30 2.8 6.8 9.8 
30-40 8.0 15.9 24.0 
40-50 11.6 16.6 28.2 
50-60 10.1 13.8 24.0 
60-70 4.2 5.9 10.1 
70 & over 0.66 0.81 | 1.5 


Such terms as “hypoglycemia”, “hyperinsulinism”, “dysinsulinism”, and “hypo- 
glycemic syndrome” are often used interchangeably. Until more is known of 
the factors which affect the homeostatic blood sugar regulating mechanism, we 
prefer to use the term functional hypoglycemia as describing those cases of 
altered glucose metabolism not due to diagnosable organic disease. 


As in the previous 1,600 cases reported? the same method of oral glucose 
tolerance test was used in this study as the simplest means of reproducing the 
symptoms complained of, and correlating symptoms and findings. Complete 


*Read before the Second Annual Convention of the American College of Gastroenter- 
ology, Chicago, Ill., 24, 25, 26 October 1955. 

From the Medical and Dietary Departments of The Sansum Clinic, Santa Barbara, 
Calif. 
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medical and dietary histories were taken. Detailed physical examinations were 
done on each patient. Minimum laboratory work included complete blood count, 
urinalysis, serology, sedimentation rate and a three, four, or five hour oral 


TABLE II 


THe “Basic 7” Foop Groups 
Leafy, green, and yellow vegetables—one or more servings daily. 
Citrus fruit, tomatoes, raw cabbage, and other high Vitamin C foods—one or 
more servings daily. 
Potatoes on other vegetables and fruit—two or more servings daily. 
Milk, cheese, and ice cream. 
Children—three or four cups of milk daily. 
Adults—two or more cups of milk daily. 
Pregnant women—at least one quart of milk daily. 
Nursing mothers—about one wn one-half quarts of milk daily. 
Meat, poultry, fish, eggs, dried beans and peas, and nuts. 
Meat, poultry, and fish—one serving daily. 
or more a week. 
Dried beans or peas, nuts, and peanut butter—two or more servings a week. 
Bread, flour, oil cereals (whole grain or enriched or restored)—every day. 
Butter and fortified margarine—some daily. 


glucose tolerance test. Other laboratory studies were done as indicated. Again 
the vast majority of cases were in the 30 to 60 age group (Table I). 


TABLE III 
DreETARY INFORMATION ON 2,700 CASES 


T 
Inadequate | Excessive Poor 
| Use Habits 


Milk 5¢ Sweets | Poor breakfast 
Eggs | 24 | Coffee Poor lunch 


Meat Alcoholic | Heavy dinner 

beverages 

Fruit Midmeals 
Citrus fruit . Carbonated Sweets 
Other fruit | beverages Carbonated 

beverages 

Vegetables Tobacco 
Potato 
Other (green) 


Cereal & bread 
Cereal 
Bread 


Abnormal hours 


Insufficient 
time 


Insufficient 
exercise 


| 
| 


| 
| 
| 
Butter | | 


” 


In the dietary history attention was given to the amount of the “Basic 7 
or essential foods (see Table II) taken daily as well as the quantity of coffee, 
tea, alcoholic and sweet carbonated beverages. 


1. 
2. 
4. 
5. 
6. 

33 

40 

7 

10 

4 

12 

43 

|| 24 
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The intake of concentrated sweets was noted. Attention was given to the 
distribution of food, the regularity of meals and the time allowed for meals. 
Tobacco consumption was also checked. The results are given in Table III. 


It is interesting that only 1.7 per cent of patients in the group studied had 
satisfactory food intake and eating habits. 


Dietary treatment consisted of a high protein diet with all of the essential 
foods included. The importance of regular meals was stressed and midmeal 
feedings of milk, buttermilk or similar food were recommended until the 
patients’ symptoms no longer required them. Metabolic effects of various 
isocaloric meals has been well studied*. Sanka or Postum was usually substi- 
tuted for coffee. Alcoholic and sweet carbonated beverages were restricted 
to a minimum. These patients were advised to avoid tobacco or use it only 


GLUCOSE TOLERANCE CURVES 
CASE @) 


Fig. 1 


sparingly, as excessive use seemed to affect their symptoms adversely. Sensible 
living habits were also integrated with the dietary program, as it has been 
found that prevention of fatigue and its sequelae is most important*>°. 


In attempting to correct these deficiencies or excesses considerable time 
was spent with each patient by both our dietary and medical departments. We 
have found no substitute thus far for an understanding on the part of the 
patient of the mechanism by which the disturbances in each particular case 
could occur. After a thorough examination and comprehensive discussions, a 
proper dietary program and sensible living habits were outlined for each patient. 
This sufficed in the majority of cases but some also received supportive medi- 
cations. 


The following cases illustrate this problem and variations of abnormal 
curves. Values given are for total blood sugar. 
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Case 1:—This illustrates the typical functional hypoglycemia. The patient 
was a 45-year old housewife. Her husband who was a teacher supplemented 
his income by doing odd bits of carpenter work and working long hours at 
night, which placed the family under considerable tension and nervous strain. 
The patient complained of nervousness, headaches, shortness of breath, nausea, 
occasional vomiting and diarrhea. She had periods of marked fatigue during 
the day and in order to keep up her energy level consumed considerable calories 
in the form of midmeal feedings of coffee or tea with cake or similar food. 
The physical examination was entirely within normal limits. The laboratory 
data revealed a normal blood count, urinalysis, sedimentation rate and se srologic 
studies. An electrocardiogram showed complexes within normal limits. X-rays 
of the chest, gallbladder, and gastrointestinal tract showed only three isolated 
diverticula of the colon. A four-hour glucose tolerance test showed a fasting 
blood sugar of 112 mg. per cent, with hourly readings after the glucose of 144, 
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104, 27, and 80 mg. per cent. At the third hour she broke out in a cold sweat 
and had a typical “hungry” reaction, as she Called it. 


She was placed on a balanced dietary regime, given a mild tranquilizing 
drug for nervousness, and became relatively symptom-free in a short period 
of time. Her glucose tolerance returned to normal. 


This is the type of case often referred to as “functional hyperinsulinism”’. 


Case 2:—This illustrates the so-called flat glucose tolerance curve. Her 
complaints were those of chronic fatigue, headache, nervousness, and occasional 
diarrhea. The physical examination was within normal limits. Laboratory studies 
were not remarkable except for the flat glucose tolerance curve with a fasting 
blood sugar of 98 mg. per cent and hourly readings after the glucose of 86, 
106, 80, and 86 mg. per cent. 
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oe 


Her dietary habits were not especially bad, but on a balanced dietary 
program with vitamin and steroid supplements she showed improvement in 
symptoms and her glucose tolerance returned to normal. 


This case emphasizes the functional nature of the manifold disturbance’. 


Case 3:—This patient was a 6l-year old retired grocer, who complained of 
nervousness, inability to relax, indigestion, headaches, nausea, and constipation. 
He also experienced shortness of breath which had been diagnosed as asthma, 
although all allergy tests had been negative. The physical examination revealed 
only moderate emphysema. X-rays of the chest also showed bilateral pulmonary 
emphy sema; the films of the gallbladder and gastrointestinal tract were negative. 
The blood count showed mild secondary anemia. Urinalysis was normal. Sero- 
logic studies were negative. Stool examinations showed the presence of 
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Endameba histolytica. A three hour glucose tolerance test showed a fasting 
blood sugar of 102 mg. per cent, with hourly readings after the glucose of 214, 
140 and 66 mg. per cent. This is the type often referred to as hepatogenic, 
prediabetic, or relative hypoglycemic curve. 


He was given treatment for the amebiasis and emphysema and placed on 
a balanced dietary regime. He previously had been eating a very poor breakfast, 
consuming six to eight cups of coffee and a considerable amount of fruit juice 
during the day. On a sensible program he showed marked improvement and 
within a few months his glucose tolerance had returned to normal. 


Case 4:—This illustrates another problem of a co-existing central nervous 
system disturbance of an epileptoid type diagnosed as psychomotor seizures 
or temporal lobe automatism. This 49-year old Danish housewife complained 
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of peculiar attacks of fugue-like states since the age of 18. The physical exam- 
ination was not remarkable, except for mild obesity. The neurologic examination 
was likewise normal. Pertinent laboratory data showed only temporal focal 
abnormalities in the electroencephalogram consistent with the diagnosis of 
psychomotor seizures, and an abnormal glucose tolerance with a fasting blood 
sugar of 98 mg. per cent, and hourly readings after the glucose of 210, 135, 32, 
52. and 76 mg. per cent. At the third hour she experienced one of her usual 
attacks of extreme anxiety and a feeling that she was losing her mind. 


On analeptic medication and a balanced dietary intake she has been almost 
symptom-free, even though her glucose metabolism remains abnormal. 


Case 5:—This illustrates the problem occasionally encountered following 
extensive gastrectomy, and is thought to be the mechanism explaining most of 
the symptoms of the so-called “dumping syndrome”. The patient was a 39-year 
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old housewife who was under tremendous tension with family problems, and 
had had a diagnosis of peptic duodenal ulcer for several years. Eleven months 
prior to coming to the clinic she had had a vagotomy with gastroenterostomy, 
and her symptoms had become worse. By x-ray a duodenal ulcer was still 
demonstrated. The Patient then had a subtotal gastrectomy with the removal 
of approximately 75 per cent of the stomach. She was markedly improved for 
eight to ten months, at which time she began to notice fullness in the epigas- 
trium, most noticeable 30 to 60 minutes after eating, accompanied by nausea 
sometimes resulting in vomiting, marked weakness, and occasionally diarrhea. 
These attacks were accompanied by extreme nervous tension, headaches, and 
the patient felt “knocked out” for some time following. All attempts to relieve 
the symptoms by the usual treatment for the “dumping syndrome” were unsuc- 
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cessful. A four-hour glucose tolerance test showed a fasting blood sugar of 122 
mg. per cent, with hourly readings after the glucose of 170, 32, 62 and 84 mg. 
per cent. At the second hour she broke into a cold sweat, went into mild coma, 
and noticed marked exaggeration of her usual symptoms of weakness, headache, 
etc. 


Because of the seriousness of her symptoms she was placed on a cortisone 
derivative, estrogen and androgen mixed by injection, and Thorazine for its 
tranquilizing effect. On this program in a few weeks she had gained 16 pounds, 
and was able to carry on a normal life with minimal discomfort. A follow-up 
x-ray of the gastrointestinal tract revealed improvement. The complicated mech- 
anisms at work in this type of disturbance are devious and require much further 
study. 
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SUMMARY 


A total of 2,700 cases of altered glucose tolerance curves have now been 
studied and reported, of which 38.5 per cent were men and 61.5 per cent were 
women. In this group 98.3 per cent had poor food intake or bad dietary habits. 
All had disturbances of physiologic metabolic processes as evidenced by history, 
examination and an altered glucose tolerance test. Fifty-one per cent had 
organic disease also, but such disease did not explain the patients’ symptoms. 


The best management of such patients so far is thoroughness of inventory, 
explanation to the patient of the derangement in metabolic processes, outlining 
of sensible dietary and living habits, and teaching the patient to live normally 
within the limits allowed. 


In the majority of cases sufficient improvement is noted to warrant further 
investigation of the homeostatic blood sugar regulating mechanisms of the body. 
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DISCUSSION 


Dr. Glen Wolf (Napierville, Ill.):—I should like to ask Dr. Creek roughly 
how many of the patients with functional hypoglycemia are found to be obese 
in the groups that he studied. 


Dr. C. M. McNamara (Toledo, Ohio):—1 should like to compliment Dr. 
Creek on his monumental patience in interviewing his patients in the course 
of a busy practice. We all know we are prone to turn aside the woman, or the 
man (if he is the type), complaining of irritability, headache, and the many 
things the doctor has described. 


My question is: please tell me the name of the publisher of your monograph. 


Dr. William L. Leet (Providence, R. I.):—I should like to ask Dr. Creek 
if he would comment on Dr. Alvarez’ article in the newspaper yesterday saying 
that he had never been able to confirm cases of functional hypoglycemia. 


Dr. Miles J. Bielek (Fort Lauderdale, Fla):—I should like to ask Dr. Creek 
about the use of the low carbohydrate diet in hypoglycemia. 


Dr. Creek:—As to the first question concerning how many of these patients 
were obese, very few of these patients in our series were. 


There is one interesting commentary to make when we consider this a 
disturbance and not a disease. Many of these patients that we have followed 
for many years who were not obese in the beginning, and who had a hypogly- 
cemic type of curve, later became obese and then developed diabetes, but the 
number of those being obese is small. 


The publisher of the monograph is Charles Thomas. 
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As to the question about Dr. Alvarez and his article, I mentioned that 
there is, of course, much controversy about whether there is such a thing as 
hypoglycemia, or functional hypoglycemia, or any of the other names. Dr. 
Alvarez, of course, explains almost everything that happens on the basis of 
the vegetative or autonomic nervous system. Many times when I have listened 
to him talk I have wondered how it was so simple for him to make the diagnoses 
he made; that I was never able to make the same ones in office practice. 


I was presenting here merely what we had found to be of practical value, 
without going into proof of whether there was such a thing. We merely say 
that practically all of these patients present symptoms. We are able to reduce 
those symptoms by altering what they have been doing, their poor living habits, 
and simply with a balanced diet to relieve their symptoms and allow them to 
lead a normal life. 


That takes us to the next question, which is the one on low carbohydrate 
diet in the treatment of functional hypoglycemia, and there the question lies 
in the definition of carbohydrate. We use a low-concentrated carbohydrate, but 
our experience has been that the use of actually low carbohydrate, 50 to 75 
gm., makes it difficult to outline a simple, sensible diet for the patient to follow. 
If we use complex carbohydrates, those that require much time for their break- 
down, we have no problem in use of carbohydrates, and just as the diabetic 


follows a normal diet, we try to have these patients follow a normal diet, 
perhaps a little high in protein, but we have found no value in the actually 
low carbohydrate diet. 


ACUTE AND CHRONIC RELAPSING PANCREATITIS® 


THe CLINICAL IMPLICATIONS OF THEIR ACCEPTANCE 
AS DISEASES OF ADAPTATION 


MURREL H. KAPLAN, M.D., F.A.C.G. 
New Orleans, La. 


Since this paper is in large part the presentation of a personal point of 
view, and one which is not yet generally accepted, it might be well to begin 
with a brief statement concerning the development of my ideas on the subject 
of pancreatitis. 


Like all gastroenterologists, I have had to encounter this disease in both 
its acute and its chronic relapsing aspects. Like all physicians, I have some- 
times found both of these forms of the disease difficult to diagnose and unsatis- 
factory to treat. The chief reason for this state of affairs is the obvious one. 
As yet, there has been no universally satisfactory explanation for the patho- 
genesis of either acute or chronic pancreatitis, and therapy, as a consequence, 
is empirical in application and uneven in results. 


For my own part, I have become more and more convinced that the solu- 
tion of all the problems of pancreatitis lies in the acceptance of the concept 
that it is a disease which is precipitated by stress. For many years I have 
believed that emotional stress is an extremely important factor in the produc- 
tion of gastric disease. My conviction was strengthened by the proof of this 
theory adduced in the excellent monograph on the subject published by Wolf 
and Wolff! in 1943. It was further strengthened by numerous experiences in 
the U. S. Army Medical Corps in World War II. The publication in 1950 of 
Selye’s? monumental work on diseases of adaptation furnished the experimental 
proof needed to support many clinical observations. 


In February 1954, at a postgraduate course in gastroenterology at the 
Louisiana State University School of Medicine, I advanced the theory, with, 
I admit, a good deal of hesitancy, that pancreatitis, like gastric disease, might 
be a disease of stress. At the time, I had only speculations to offer, and they 
were received with a mixture of interest and skepticism. Since then, I have 
observed personally or through the kindness of my confréres several clinical 
cases which have convinced me of the soundness of the theory that pancreatitis 
is a disease of adaptation, and I make this report, which is still in large part 
theoretical, chiefly in the hope of stimulating discussion and eliciting the 
experiences of others in a field which, it seems to me, is well deserving of 
attention. 


*Read before the Second Annual Convention of the American College of Gastroenter- 
ology, Chicago, IIl., 24, 25, 26 October 1955. 
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Et1oLocic CONSIDERATIONS 


The most significant fact about the several comprehensive reviews of acute 
and chronic pancreatitis which have been published in the last few years is 
that, without exception, they arrive at no positive conclusions concerning the 
genesis of the disease. Ivy and Gibbs* review, which was published in 1952, 
well illustrates this situation. 


There is only meager experimental evidence, according to these observers, 
for the infectious origin of acute pancreatitis. Bacteria or their products, with 
or without bile, are sometimes present in the pancreatic duct, but even when 
they appear to play a part in the pathogenesis of the disease it is not certain 
that temporary obstruction of the pancreatic duct has not contributed to the 
pancreatitis, if it has not actually caused it. Infection may occasionally pro- 
duce acute pancreatitis by bacterial invasion through the blood stream and 
extension from the gallbladder by way of structures of the hepatoduodenal 
ligament. Similarly, infection may spread from a duodenal ulcer or from the 
intrapancreatic and intramural portion of the bile duct. In the absence of 
obstruction, however, Ivy and Gibbs do not regard bacterial infection of the 
pancreatic duct as a logical cause, in itself, of pancreatic disease, and their 
opinion is supported by the fact that in some clinical studies sterile cultures 
have been reported in half or more of all cases. 


The evidence in favor of a noninfectious origin of acute pancreatitis is 
somewhat more convincing. Experimental studies have shown that obstruc- 
tion alone, in the presence of a secreting pancreas, can cause pancreatic edema 
and a rise in the serum amylase of the blood. Obstruction may be caused in a 
variety of ways: by a small stone at the papillary orifice; by edema at this 
orifice; by spasm of the sphincter of the lower ampulla; by duodenitis with 
edema; and by ascarids, tumors, and pancreatic calculi. These causes all seem 
reasonable but none of them is universally applicable. In no reported series 
do they account for more than 70 per cent of the cases, and in some series 
they account for less than a third. In a study of 2,004 cases collected from the 
literature, Ivy and Gibbs* found that stones were present at the papilla of 
Vater in only 98 cases, 5 per cent. Since ascarids, tumors and pancreatic calculi 
are all uncommon, one would have to assume that edema and spasm of the 
pancreatic duct or of the duodenum account for the great majority of cases 
in which obstruction is a factor. Probstein and Pareira*, who are associated 
with what, so far as I know, is the only laboratory in the country devoted to 
the study of pancreatitis, rationalize that in many cases obstruction is secondary 
to a spasm of the sphincter of Oddi. 


Nabatoff? advanced the hypothesis that if obstruction of the pancreatic 
duct were the cause of pancreatitis, the duct should be found dilated at 
autopsy. His investigations did not reveal such a correlation. Rich and Duff® 
found some dilatation proximal to metaplastic plaques in the ducts in about 
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half of their cases, but the evidence is not very convincing: Yotuyanagi’ re- 
ported similar changes in almost two-thirds of his human specimens and at- 
tributed them to Vitamin A deficiency and irritation of the ductal epithelium 
by local stasis. Clark*, futhermore, found the incidence of metaplasia of the 
duct to be the same (11 per cent) in his control cases as in his cases of 
pancreatitis. 

Ivy and Gibbs*® think there is no evidence to support the theory that bile 
in the pancreatic ducts or temporary obstruction to the outflow of pancreatic 
juice can produce pancreatitis. Considerable experimental evidence indicates 
that the reflux of bile is not necessary in the genesis of pancreatic disease, and 
a number of clinical cases have been reported in which the pancreatic duct 
was found to open independently into the duodenum. 


There are a number of miscellaneous causes to be considered in the 
etiology of pancreatitis. Among them are extension of inflammation from a 
duodenal ulcer or diverticulum; degenerative changes caused by tumors; the 
repeated injection of zinc oxide; diabetic acidosis; electric shock; trauma; 
excessive stimulation of the vagi, which may cause a spasm of the sphincter of 
the pancreatic duct, the formation of an enzyme-rich secretion, and vascular 
congestion; alcoholism; and allergy. 


Vascular Theory:—None of the causes of acute pancreatitis = listed i 


completely logical. There are sound arguments against them all. None of hon 
has a universal application. Several of them have a very limited application 
indeed. 


The theory of a vascular disturbance as the precipitating factor in pan- 
creatitis is much less open to these objections. As Ivy and Gibbs* point out, 
it is a generally accepted fact that an adequate blood flow is the most important 
factor in the prevention of the autodigestion characteristic of acute pancreatitis. 
Conversely, vascular spasm, with resulting ischemia, would produce the very 
circumstances most favorable for autolysis of the pancreatic tissue. Ischemic 
necrosis has been shown to occur in the gastric mucosa', but how to explain 
the vascular spasm which presumably can lead to similar ischemia in the 
pancreas is not quite as simple. Ivy and Gibbs list, among possible explana- 
tions: 1. necrosis due to digestion of the blood vessel wall and release of 
blood; 2. venous thrombosis, which would produce the picture of wet gangrene; 
3. rupture of an arteriosclerotic artery, with pancreatic apoplexy; 4. purpura, 
or delayed coagulation of blood, or a vasomotor dyscrasia. In short, these 
observers conclude, arterial occlusion or generalized arteriolar spasm or throm- 
bosis must be postulated to explain the ischemic necrosis which occurs in 
acute pancreatitis. 

The vascular theory of pancreatitis is not new. In 1940, as the background 
for an experimental study of his own, Smyth® reviewed the whole subject, the 
high points of the review being as follows: 
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Panum, in 1862, was the first to produce hemorrhage in the pancreas, by 
the injection of particles of wax into the pancreatic arteries. 


Blume, in 1897, produced hemorrhagic pancreatitis by digital compression 
of the blood supply. 


Marcus, in 1930, suggested that nervous reflexes, operating on the local 
blood supply, might account for the cases of acute pancreatitis in which there 
was no lesion of the bile passages, as well as the cases in which the attack 
occurred after a heavy meal, after poisoning, or after the trauma of operation. 
He believed that a satisfactory explanation of all cases of pancreatitis would 
be arrived at when the breakdown of pancreatic tissue came to be accepted as 
the primary cause of pancreatic necrosis, with the activation of pancreatic 
ferment regarded as a secondary cause. 


Lowenthal, in 1932, reported necrosis of the media of the smaller arteries 
in 15 autopsied cases of pancreatitis and stated that in his opinion this was 
the specific pathologic lesion. 


Rich and Duff*, in 1936, produced microscopic hemorrhagic pancreatitis 
by the subcutaneous injection of trypsin. They regarded a peculiar type of 
vascular necrosis, not described in current texts, as the specific vascular lesion 
and compared it with the medial necrosis of the small arteries reported by 
Léwenthal in clinical pancreatitis. When the smaller arteries and arterioles 
became necrotic or hyalinized, Rich and Duff pointed out, their appearance 
was often quite indistinguishable from that characteristic of the well known 
type of arteriosclerosis which occurs in man in association with hypertension 
and arteriosclerosis. 


Smyth® himself produced acute pancreatic necrosis in dogs by injecting 
small deposits of metallic mercury into one of the pancreatic arteries. The 
resulting pathologic process, which included acute interstitial, hemorrhagic, 
and necrotic lesions, occurred only in portions of the gland in which the blood 
supply was altered. These lesions, in more than half of the animals, were con- 
sistent with those reported by Rich and Duff. They were produced, however, 
only by changes in the blood supply. They did not occur merely because 
mercury was present in the vascular lumen. 


To one who believes as I do, a number of significant considerations emerge 
from these studies. One of them is Beneke’s!® comment, in 1931, on certain 
early experimental observations, which led him to believe that necrosis re- 
sulting from vascular damage underlay the specific autodigestion characteristic 
of acute pancreatitis. Another is Marcus’ statement that nervous reflexes may 
underlie cases of acute pancreatitis attributed to more obvious causes. Still 
another is Rich and Duff’s® conclusion that in hemorrhagic pancreatitis much 
of the destruction of parenchymal tissue results from a disturbance of the 
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circulation and not from the action of trypsin; necrosis of the vascular walls 
leads to interruption of the circulation by rupture and thrombosis. Finally, 
and of particular significance, is the observation of these same authors that 
pathologic processes in the smaller vessels of the pancreas are similar to those 
found in the arteries in hypertensive disease. 


In this same connection there should be cited the study just published by 
Thal" on the role of primary thrombosis of the small vessels in the causation 
of acute hemorrhagic pancreatitis, which was induced in rabbits highly sensi- 
tized by the ductal injection of antigen. Acute nonfatal interstitial pancreatitis 
was produced by the same means in moderately sensitized rabbits. Both types 
of disease strikingly resembled the forms found in human subjects. 


THE Stress THEORY OF ACUTE PANCREATITIS 


The vascular theory of the origin of pancreatic necrosis has always seemed 
to me the most reasonable of all the theories advanced to explain this disease. 
Ischemic necrosis with hemorrhage, as has already been mentioned, can occur 
in the stomach after emotional trauma’. There seems no reason why it should 
not also occur in the pancreas, which embryologically is an anlage of the 
upper gut and which derives its nerve and blood supply from the same sources 
as the stomach and duodenum. Impairment of the vascular supply seems just 
as reasonable an explanation of edema, hemorrhage and tissue necrosis in the 


pancreas as in the stomach, while in both organs the degree of scar replace- 
ment would depend upon the amount of tissue destroyed. Finally, since the 
vascular lesion in the pancreas resembles the arteriolar lesions which occur 
in hypertensive vascular disease®, it seems quite as reasonable to postulate 
the pancreas as the target organ under one set of conditions as to postulate 
the kidneys as the target organs under another. 


Although Selye’s* monograph on diseases of stress was not published until 
1950, it was the climax of painstaking investigations conducted over the pre- 
ceding 15 years. If one chooses to accept his experimental observations at 
their face value, as I do, a great deal that has hitherto been obscure in many 
diseases promptly becomes clarified. Pancreatitis is one of those diseases. 


Selye’s thesis, to summarize it as well as to oversimplify it, is that a 
systemic reaction occurs in response to stress. It is mediated by humoral or 
nervous factors or by both. It results in systemic damage (shock). It calls 
forth a systemic defense reaction (counter-shock). The resistance which the 
body puts forth to stress depends, in turn, upon a number of factors, including 
nervous or humoral influences or both, the degree of shock produced by the 
stress, previous exposure to the same stress, and previous adaptation to it. No 
matter what form the stress may take, and no matter what the degree of 
response to it may be, the adrenal glands react by an increased production 
of mineralo-corticoids. 
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Speaking specifically of acute pancreatitis, Selye has shown that the chronic 
treatment of rats with toxic doses of these hormones (desoxycorticosterone 
acetate and desoxocortisone) causes pronounced vascular changes in the pan- 
creas. Edema, necrosis and inflammatory changes are succeeded, in late 
phases, by scar-formation and fibrosis. ‘The same changes can also be produced 
by other stressor agents, such as drugs given orally or intravenously in toxic 
doses, and by stimulation of the cervical and thoracic nerve chains. No matter 
by what agents or forces these changes are produced, they can be prevented 
by the experimental administration of the gluco-corticoid, cortisone. 


Selye cites clinical as well as experimental observations to support his 
thesis that pancreatitis may be a disease of adaptation. Pancreatic necrosis, he 
points out, has been known to result from a generalized arteritis, such as is 
caused by overdosages of mineralo-corticoids. A number of reports indicate 
that pancreatitis, sometimes accompanied by parotitis, has occurred in men 
suffering from hunger edema. It has also been observed in association with 
various infectious diseases, and in a few cases it has been associated with 
thiouracil intoxication. 


If pancreatitis is regarded as a disease of adaptation, a great deal that has 
been confusing about its etiology ceases to be obscure. Gallbladder disease, 
for instance, fits logically into the picture. One great obstacle to its acceptance 
as an etiologic factor is that it is far more prevalent in the female than the 


male, while pancreatic disease is three to six times more frequent in the male. 
Granted that disastrous results may follow impaction of the duct of Wirsung 
by stones, gallstone colic may be viewed as a stress factor as well as a physi- 
cal factor in the production of the disease, and sex then becomes a matter of 
no special importance. 


Similarly, physical trauma, infection, over-indulgence in food, and the 
ingestion or other use of toxic agents may all be regarded as alarm stimuli. 
The combination of any of these agents with tension and nutritional deficiencies 
would provide a perfect setting for the genesis of acute pancreatitis. 


Alcoholism, which is often the partner of emotional distress, has fre- 
quently been implicated as a cause of acute pancreatitis. The stress theory 
makes the reasoning logical. The interesting and suggestive study published by 
Savage and his associates’® supports this point of view. Of 45 patients with 
acute pancreatitis, 33 were alcoholics, and 11, including 8 of the alcoholics, 
showed toxic mental disturbances varying from mild states of confusion to 
frank delirium. The alcoholics who became delirious presented a wide range 
of conflicts for which alcoholism had been sought as a relief. Of 15 patients 
with chronic relapsing pancreatitis, 2 were severely depressed, 8 were chronic 
alcoholics, 1 had been treated for narcotic addiction, and several others could 
almost be called addicts. The authors’ conclusion that inflammatory disease 
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of the pancreas may be associated with emotional disturbances seems completely 
justified. 


The apparently increasing incidence of pancreatitis as a postoperative 
complication fits into the theory that it is a disease of adaptation. Probstein and 
Sachar™ believe that insufficient attention has been paid to the possibility that 
pancreatitis may follow surgery. In their opinion, this diagnosis should always 
be considered in patients who suffer unusually severe abdominal pain or who 
go into circulatory shock after operation. Their experience is instructive: Acute 
pancreatitis was an unsuspected finding at autopsy in 2 cases in which sub- 
total gastrectomy had been performed. It was diagnosed by an alert house 
officer in a later case of intestinal obstruction, in which adhesions had been 
severed, because he remembered the earlier cases. In the succeeding 2-month 
period it was also found as a complication of colostomy, transurethral resec- 
tion, and mastoidectomy for the same reason, recollection of the previous 
experience. 


Raker and Bartlett’*, in a study of 134 cases of acute pancreatitis observed 
at Massachusetts General Hospital between 1946 and 1951, found, over the 
same period, 9 cases in which the disease had apparently been precipitated 
by surgery in the region of the pancreas (6 gastrectomies, 3 choledochostomies ). 
Kirby and his associates’® found 14 postoperative cases in a series of 110 cases 
of acute pancreatitis treated at the University of Pennsylvania Hospital between 
1946 and 1954. Their explanation, like Raker and Bartlett's, is manipulation 
or other trauma to the pancreas in the course of operation. 


I do not believe that physical trauma is the complete explanation of post- 
operative pancreatitis. If it were, the complication would probably be con- 
siderably commoner than it is after surgery of the upper abdomen. A stress 
origin would explain its occurrence after surgery in any area, and since the 
reaction or lack of reaction to stress is entirely individual, would also explain 
why some patients develop it as a complication after operation and others do 
not. It may be significant that the mortality rate in the group of postoperative 
cases of acute pancreatitis studied by Kirby and his associates (8 deaths in 
14 cases, 57 per cent) was far higher than the mortality rate for the whole 
series (19.1 per cent) or for any other category of cases. 


CLINICAL IMPLICATIONS 


These illustrations could be multiplied. The point of the discussion is that 
if one accepts acute pancreatitis as a disease of stress, the chain of events is 
both simple and logical. Stress causes spasm of the arterioles of the pancreas, 
which is the target organ. Spasm of the arterioles causes tissue ischemia. Tissue 
ischemia is followed by the pathologic changes which characterize the disease 
and which may vary in degree from simple edema to necrosis and gangrene. 
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The acceptance of the adaptation theory in pancreatitis has a number of 
positive implications. One of them has to do with diagnosis. According to 
Probstein and Pareira*, who base their statement upon the observation of more 
than 200 cases of the disease and more than 100,000 determinations of the 
blood diastase, acute pancreatitis is now responsible for 1 in every 600 hospital 
admissions, while half of all patients with the acute disease are subject to 
recurrent episodes of acute transient pancreatitis. 


The surest way to improve the diagnosis of acute pancreatitis is, as Korte" 
well said, for the physician to remember that the patient has a pancreas. That 
astute warning might be expanded. The physician should also remember that 
the pancreas may respond to any kind of stress. If this possibility were borne 
in mind, pancreatitis would be more frequently considered in the differential 
diagnosis of abdominal disease, and the laboratory studies which are diagnostic 
would be more frequently invoked. At present, we are somewhat handicapped 
in laboratory diagnosis. The serum amylase test, when it is positive, is diagnostic 
of acute disease, including the acute exacerbations characteristic of chronic 
relapsing pancreatitis. Negative results, however, are not conclusive, and this 
test is not useful in the chronic variety of pancreatitis without acute exacerba- 
tions. The serum lipase test, while it is highly sensitive, is complicated to 
perform, and results cannot be obtained for 24 hours, a period which may 
be crucial in the decision as to how to treat the patient. 


It is both possible and probable that, as further studies are made of the 
various metabolic disturbances associated with the alarm stimuli and the 
counter-shock reaction, newer laboratory procedures will be devised to help 
us in both diagnosis and prognosis. 


Therapy:—It is from the standpoint of therapy that the acceptance of the 
stress theory of acute pancreatitis should prove of the greatest immediate use- 
fulness. At the present time the treatment of both acute and chronic pancreatitis 
is unsatisfactory. The results vary from case to case and the outcome is en- 
tirely unpredictable, even when the same measures are employed in apparently 
similar cases. Opinions differ widely as to the value of surgery. This is scarcely 
surprising, since the operations which have been advocated include cholecys- 
tectomy, cholecystostomy, choledochostomy, choledochoduodenostomy, Roux-Y 
anastomosis, ampullar sphincterotomy, gastrectomy, partial or complete pan- 
createctomy, pancreatolithotomy, ligation of the pancreatic ducts, unilateral or 
bilateral sympathectomy, splanchnicectomy, sometimes combined with sym- 
pathectomy, celiac ganglionectomy, and vagotomy, with or without sympathec- 
tomy. The very multiplicity of procedures is sure proof that none of them has 
proved adequate. 

Although medical therapy in the past has been empirical, acceptance of 
the stress theory of the disease explains why some measures have given 
reasonably good results. The management of shock, for instance, has always 
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been recognized as extremely important in acute pancreatitis; that fits in per- 
fectly with the Selye theory. Opiates are given to control pain; they would be 
indicated under the Selye thesis, to lower the effects of the higher centers (the 
hypothalamus). Atropine was formerly employed, and anticholinergics are 
now given, for their effect on the autonomic nervous system. Splanchnic blocks 
have been used with more than average success in some clinics. All of these 
measures would be logical under the stress theory. 


If pancreatitis be accepted as a disease of adaptation, however, the greatest 
advantage in treatment is offered by utilization of the hormonal defenses of 
the body, in effect, by an endocrinologic approach. If desoxycorticosterone 
acetate can precipitate acute pancreatitis experimentally, and if the experi- 
mental administration of cortisone can avert its development when this agent 
is administered, then the clinical administration of cortisone should be of 
equal value. The plan seems so rational that it is surprising, as I shall point 
out shortly, that so little advantage has hitherto been taken of the clinical 
implications of Selye’s work. 

The treatment of chronic relapsing pancreatitis should also be reviewed 
in the light of this new concept. This form of the disease should be distin- 
guished from chronic pancreatitis, which may be an asymptomatic disease and 
in some cases is discovered unexpectedly, in the course of an investigation of 
unexplained weight loss, unexplained fatty stools, the appearance of diabetes, or 
roentgenologic demonstration of calcareous deposits in the gland. Chronic re- 
lapsing pancreatitis, in contrast, indicates recurrences of acute exacerbations 
of disease in a gland which is the site of chronic disease. Why the term 
“relapsing” appears in the nomenclature of pancreatic disease I am unable 
to say; flare-ups in other chronic diseases are not so designated. 


Be this as it may, the management of all the elements of stress would go 
far in preventing the episodes which we term relapses, and in curtailing 
further destruction of the pancreas. The patient with a peptic ulcer is advised 
as to his way of life, so that he may prevent recurrent episodes of acute ulcera- 
tion. Similarly, the patient with pancreatitis deserves the same sort of protec- 
tion from stress. Therapy should be prophylactic as well as directed toward 
the management of pancreatic insufficiency. If stressor agents are really the 
cause of the relapsing disease, they must be kept under control. The patient 
must avoid excessive emotional strain and physica! fatigue. He must avoid 
extremes of temperature. He must refrain, alike, from fasting and from over- 
indulgence in food and drink. Bad teeth, diseased tonsils, gallstones, infection 
of the gallbladder, disease of the prostate, these and other processes which 
lower general body resistance must all be corrected. If these prophylactic 
measures are insufficient, then endocrine therapy may be employed. 


Pancreatic insufficiencies that result from chronic scarring with atrophy of 
the glandular elements also require consideration. Judicious use of endocrine 
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therapy may improve the efficiency of residual pancreatic tissue, although 
neither clinical nor laboratory evidence is yet available to support this theory. 
For the present, therefore, the supportive and substitutional therapy now in 
use, such as liver and pancreatic extracts and vitamins, must continue to be 
our chief reliance. In pancreatic insufficiency, as in other types of pancreatic 
disease, hormonal therapy is adjunct, not definitive, and great harm will be 
done to a potentially useful method if it is not so regarded. 


REPORTED CASES 


The literature dealing with the cortisone therapy of pancreatitis still 
seems extremely limited. 

In 1952 Stephenson, Pfeffer and Saypol'’ reported the case of a 25-year 
old woman who was believed to have a ruptured gallbladder, after a previous 
cesarean section. She was practically moribund when cortisone therapy was 
instituted. At the end of 12 hours, after she had received a third dose, her 
condition had improved sufficiently to make laparotomy possible. It revealed 
acute fat necrosis. In this case no blood pressure reading was obtainable 
when cortisone was begun, and none was obtainable for the next 8 hours. The 
authors leave no doubt that the patient was dying when she was given corti- 
sone and note that the response obtained was similar to that reported for 
cortisone therapy in cases of the Waterhouse-Friderichsen syndrome. 


In 1953 Hoste'* reported the case of a 45-year old woman with infectious 


hepatitis, which had developed 4 months after hysterectomy; a number of 


transfusions had been required at this time. The patient was almost comatose 
when cortisone therapy was instituted, and her improvement was spectacular; 
within a short time she was sitting up in bed, in a euphoric state. Lipase values 
were studied by duodenal drainage and the very low levels showed that the 
pancreas had been badly damaged. 

The most recent case of acute hemorrhagic pancreatitis treated by cortisone 
was reported by Eskwith, Cacace and Sollosy’®. The patient, a 40-year old man, 
had not responded to any treatment, including antibiotic therapy. Treatment 
with cortisone produced prompt improvement, and, as in the other cases just 
described, the effect on the patient’s mental state and outlook was particularly 
striking. 


Case REPORTS 


When a new method of therapy is being tested, particularly when it is 
based upon a theory which is still not generally accepted, individual case 
reports assume a value which they would not otherwise possess. For that 
reason, these four reports are presented. 


Case 1:—-A Negro man, 32 years of age, was first observed at Charity 
Hospital of Louisiana at New Orleans in August 1951. His history over the 
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preceding 13-year period had included appendectomy; nephrectomy while he 


was in service, after an automobile accident; gastric resection for bleeding 
duodenal ulcer; exploration for continued symptoms referable to the abdo- 
men; revision of the gastrectomy, with vagotomy; and numerous hospital 
admissions under the diagnoses of gastric allergy, acute gastritis, malfunction of 
the gastroenteric stoma, gastric neurosis, mental disturbance, and unclassified 
psychosis. The patient had suffered a cerebral concussion in the automobile 
accident mentioned, and the epilepsy which developed later was perhaps of 
traumatic origin, though some of his neuropsychiatric symptoms were probably 
associated with pancreatic disease. 


When the patient was admitted to Charity Hospital in August 1951, after 
an automobile accident in which he sustained abdominal trauma, a tentative 
diagnosis of acute pancreatitis was made. It seemed warranted by the symptoms 
which he presented and by appropriate laboratory studies. It also seemed 
reasonable in the light of the apparently overlooked observation recorded at 
exploratory laparotomy 4 years earlier, that the head of the pancreas was dif- 
fusely hard and granular. The diagnosis of pancreatic disease was confirmed at 
laparotomy 3 months later. The gallbladder contained a single stone, but there 
was no obstruction and no evidence of acute cholecystic disease. The gall- 
bladder was removed and T-tube drainage instituted. 


During 1952 and the first 6 months of 1953 the patient was hospitalized a 
number of times for attacks of chronic relapsing pancreatitis. In July of 1953 
the abdomen was again opened; the procedure consisted of exploration of the 
common bile duct, duodenostomy, plastic on the sphincter, and T-tube drainage. 
The pancreas was palpated as a hard mass. 


Three months later the patient was re-admitted with another severe attack 
of relapsing pancreatitis. For the preceding 3 days the pain had been acute, 
constant, and progressively more severe, and vomiting had been almost con- 
tinuous. There was no appreciable relief, as there had been none in previous 
attacks, from the administration of narcotics and Banthine and the use of 
splanchnic blocks. Cortisone was then prescribed. Relief of pain was dramatic; 
within 24 hours it had become so slight that the patient had ceased to ask 
for narcotics. He was retaining fluids and was completely relaxed. He had been 
delirious, and the change in his mental state was notable. 


Cortisone has apparently solved the problem of relapsing pancreatitis in 
this patient. In the nearly 2 years that have elapsed since the attack just 
described, he has had other attacks, many of them precipitated by specific 
stress. He tolerates heat badly, for example. But these attacks are readily 
controlled, usually by the administration of cortisone in the office, though 
hospitalization is occasionally necessary. The patient is able to work, however, 


and his outlook on life has completely changed. 
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Case 2:—A 47-year old white woman was admitted to Touro Infirmary 
March 6, 1955, with a story of severe, cramping abdominal pain, radiating to 
the back, with associated vomiting and a temperature of 102° F. She had been 
ill for 48 hours. The previous history included cesarean section, appendectomy 
for a ruptured appendix, and two hernioplasties. Several attacks diagnosed as 
intestinal obstruction may have been attacks of pancreatitis, or so they seem 
in the light of her later history. The patient had been told that she had gall- 
stones and also that she had cancer of the pancreas. The serum amylase value, 


on the day of admission, was 940 mg. per cent. 
| 


The administration of narcotics and Banthine was ineffective. Splanchnic 
blocks produced practically no relief. The institution of cortisone therapy was 
followed by prompt and continued improvement. 


At operation, 17 days after admission, the gallbladder was found distended; 
it contained numerous very hard stones, which were fused together. There 
was a single large stone in the common duct. The pancreas was firm and 
somewhat granular. Cholecystectomy was performed, with T-tube drainage. 
Recovery was uneventful. 


Cortisone, which had been discontinued several days before operation, was 

resumed after operation, as a prophylactic measure. The initial serum amylase 

nye 940 mg. per cent, had fallen to 94 mg. per cent 3 days later but rose 
» 409 mg. per cent the day after operation. 


Case 3:—A 62-year old white woman was admitted to Touro Infirmary 
July 1, 1955, complaining of pain in the right upper quadrant, nausea and 
vomiting. The attack had begun several hours after a heavy meal. There had 
been several similar previous attacks, one associated with jaundice, over the 
past several years. The patient was a known diabetic and her gallbladder had 
failed to visualize on two examinations. 


For the next 24 hours all symptoms became progressively more severe. 
The tenderness and rigidity present in the right upper quadrant on admission 
were considerably increased. An emergency operation, performed on the diag- 
nosis of “acute surgical abdomen”, revealed acute necrotizing pancreatitis. The 
gallbladder, which was full of stones, was drained. 


The standard regimen of postoperative care, including antibiotics, was 
instituted, but the patient's condition worsened rapidly, and 24 hours after 
operation she was regarded as in extremis. Then cortisone was begun, and 
improvement was evident even before the second dose, which was given 8 
hours after the first. Within 24 hours the patient was removed from the critical 
list. Her convalescence was complicated by an abscess in the left flank, which 
had to be drained, and by urinary infection, which was managed by anti- 
biotics, but her condition was never again regardéd as serious. 
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The internist in charge of the case noted on the chart, “This patient was 
given cortisone as a last resort, because there was nothing else to do for her. 
There is no question that it saved her life”. Although diabetes is a contra- 
indication to cortisone therapy, the contraindication was disregarded in this 
case, because of the patient’s moribund state, and the fact that measures exist 
for the control of diabetes. 


Case 4:—A 46-year old Negro man was admitted to Charity Hospital May 
12, 1955, complaining of epigastric pain. For the past 5 months he had suffered 


from dysphagia, regurgitation, and mid-epigastric pain, and had lost 20 pounds. 
Two nodular masses were palpable to the right of the umbilicus. Operation 
May 17 confirmed the clinical and roentgenologic diagnosis of carcinoma of 
the stomach, and also revealed an unexpected cortical tumor of the left 
adrenal gland. Subtotal gastrectomy was done, with removal of the regional 
glands, and partial left adrenalectomy. If any symptoms were present from 
the cortical tumor, they were overshadowed by the graver gastric disease. 


The following day the patient went into shock and could not be brought 
out of it by standard measures, including the administration of levophed. The 
serum amylase was 580 mg. per cent. Clinical improvement occurred almost 
as soon as cortisone therapy was instituted. 


Two days later a pancreatic fistula became evident. At a second opera- 
tion 8 days after the first, a drainage tract was followed down to the head of 
the pancreas, which, like the body, was markedly necrotic. 


The patient’s condition was again critical for a time after the second 
operation, but by increasing the dosage of both levophed and cortisone the 
blood pressure was stabilized and within 24 hours his condition was satisfactory. 
Cortisone was continued for 9 days after this operation. 


The attending surgeon noted on the chart in this case, “Never have I seen 
a patient in this condition live before. In my previous experience [in Boston] 
they all died rather promptly. Cortisone made the difference in this case”. 


SUMMARY 


Up to this time there has been no explanation of the pathogenesis of 
pancreatitis which is universally satisfactory and universally applicable. Of 
all the theories advanced, the vascular is the most logical. 


The vascular theory becomes entirely logical, as well as universal in its 
application, if pancreatitis be regarded as a disease of adaptation. If it is so 
regarded, the numerous other causes which have been advanced to explain 
the disease may be regarded as alarm stimuli, which trigger the vascular 
mechanism, and they, in their turn, become entirely logical. 
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It is curious that Selye’s studies on pancreatitis as a disease of adaptation 
have received so little attention. In essence, they amount to the fact that 
changes similar to those observed in pancreatic disease in the human subject 
can be produced by stressor agents and that these changes can be prevented 
by the experimental administration of the gluco-corticoid, cortisone. 


The clinical implications of acceptance of pancreatitis as a disease of 
adaptation are both diagnostic and therapeutic. In particular, they suggest 
the value of an endocrine approach to its management. The patient with 
chronic relapsing pancreatitis should be protected from stress, quite as much 
as the patient with peptic ulcer. If protective measures are not sufficient, 
hormonal therapy should be instituted, just as it should be used in the acute 
forms of pancreatic disease. 


To date, only a few cases seem to have been recorded in which cortisone 
therapy has been tested in acute pancreatitis. To these cases 4 cases are added, 
in all of which, as in the cases already recorded, this method literally rescued 
the patients from impending death. 


Note:—Appreciation is expressed to Dr. J. D. Rives for the privilege of 
reporting Case 1, to Dr. Oscar Blitz for the privilege of reporting Case 3, and 
to Dr. William C. Quinn for the privilege of reporting Case 4. 


ADDENDUM 


Since this paper was completed, 5 additional cases of acute pancreatitis 
treated with cortisone have been brought to my attention, by the courtesy of 
colleagues, and brief summaries are appended. 


Case 5:—A 73-year old white woman was admitted to Charity Hospital on 
May 17th, 1955, with severe epigastric pain. The clinical diagnosis of acute 
pancreatitis was confirmed by serum amylase 721 mg. per cent. She was treated 
conservatively with anticholinergics and splanchnic block with full relief of 
symptoms. 


On June 7th, patient fainted during the course of a gastrointestinal x-ray 
study, and her serum amylase, which had receded to 113 on June 3rd, was now 
1,634. She showed no response to standard therapy; to the contrary, jaundice 
developed. Cortisone therapy, begun June 9th, produced such a dramatic 
change within 48 hours that the resident commented on it in his progress notes. 


When this patient was operated on July 7th, for chronic cholecystitis, 
cholelithiasis and choledocholithiasis, the pancreas was found to be diffusely 
nodulated and indurated. The course, following cholecystectomy and chole- 
dochostomy, was extremely complicated, and the Levin tube had to be kept 
in place for two weeks. 
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The element of stress in this case was presumably the gastrointestinal 
series. This patient had no cortisone or ACTH immediately eam operation, 
or afterward, and one is tempted to contrast her difficult postoperative course 
with the smooth course in Case 2, in which this precaution was observed. 


Case 6:—A 49-year old physician, with a busy obstetrical practice, was 
admitted to Touro Infirm: ary September 6th, 1955, with the diagnosis of acute 
cholecystitis, for which exploration was immediately performed. When the 
abdomen was opened, approximately 1,100 c.c. of serosanguineous fluid was 
suctioned off. The gallbladder and ducts were entire ‘ly normal, and no stones 
were evident. There was an enormous amount of edema in the lesser omentum 
and the peripancreatic and retroperitoneal tissues, and the pancreas could not 
be palpated satisfactorily. A definite hemorrhagic area in the duodenum was 
surrounded by saponification plaques of calcium on the anterior duodenal 
surface and in the duodenohepatic ligaments. The liver was enlarged. Its edges 
were round and blunted, and fatty metamorphosis was present. A diagnosis 
was made of acute hemorrhagic pancreatitis. The serum amylase just before 
operation was 100 mg. per cent; the value of the peritoneal fluid was 970 mg. 
per cent. 


This patient, in addition to antibiotics and anticholinergics, was treated 
with hydrocortone intravenously and, after the eleventh day, by oral meti- 
corten. He was up in a chair on the fourth postoperative day, and, in spite 
of urinary complications, was discharged in excellent condition on the 14th 
day. At the end of a month, he had resumed his difficult and taxing obstetrical 
practice. Cholangiograms 2 weeks after operation showed a slight deformity 
presumed to be due to residual edema of the pancreatic head. There was no 
evidence of stones in either the gallbladder or the ducts. 


Case 7:—A 45-year old white woman was admitted to Touro Infirmary 
September 9th, 1955, with a story of recurrent upper abdominal pain, nausea 
and vomiting. The same symptoms, 10 days earlier had been considered indica- 
tive of acute cholecystitis, for which delayed surgery was recommended. 
Twenty-four hours after she entered the hospital her temperature rose suddenly 
from 99.6 to 105° F. At the same time, moderate distention, slight rigidity and 
epigastric tenderness and tenderness in the right upper quadrant, were re- 


placed by signs and symptoms of peritonitis. At operation, performed imme- 


diately, 500 c.c. of thin, brownish fluid were present in the peritoneal cavity. 
The head of the pancreas was about four times normal size, and there was 
marked edema of the transverse mesocolon and adjacent structures. The gall- 
bladder was full of facetted stones but was acutely inflamed only at the 
ampulla. Cholecystostomy was performed. The postoperative diagnosis was 
severe acute pancreatitis. 
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In addition to standard measures, the patient was treated with hydrocor- 
tisone by vein, followed by meticorten by mouth. Although her convalescence 
was marred by reactions to insulin, her total hospitalization was only 16 days. 


Case 8:—A 75-year old white woman was hospitalized August 31st, 1955, 
at the Boone Clinic, Laurel, Miss., five days after the onset of sudden, severe 
pain in the right upper quadrant, nausea, vomiting, and fever. All symptoms 
had become progressively worse. Except for an elevated white blood cell count 
all laboratory findings were within normal limits. A flat plate of the abdomen 
showed several gallstones. 


Exploration revealed several stones in the gallbladder but no evidence 
of acute infection. There was considerable edema of the pancreas, which was 
covered with a serous exudate. The omentum and the visceral. and parietal 
peritoneum were covered with numerous small, ulcer-like lesions. A diagnosis 
of acute pancreatitis was made and the abdomen was closed without further 
exploration and without any surgical procedure. 


Cortisone was begun immediately after operation. Within 24 hours the 
temperature had fallen to normal and the acute pain had ceased. When corti- 
sone was discontinued on the 11th day, the temperature rose to 101.4° F. When 
it was resumed, the temperature fell to normal and convalescence was without 
further incidence. The patient has remained well to date. 


Case 9:—A 54-year old white woman was first seen August 2lst, 1955, at 


the Oates Clinic, Laurel, Miss., in severe shock and complaining of severe left 


precordial pain. Repeated sedation and oxygen therapy produced only tempo- 
rary relief. Coronary thrombosis was suspected, but the electrocardiogram was 
essentially normal. 


Examination 24 hours later revealed a very tender abdomen and a hard 
mass, apparently a tumor, underneath a large ventral hernia. Previous surgery 
had included appendectomy, salpingo- oophorectomy, and an unsuccessful at- 
tempt to repair this hernia. 


Exploration revealed the peritoneal cavity full of fluid which was almost 
chocolate in color. At various areas in the omentum were large, white, necrotic- 
looking plaques; there were numerous fatty tags on the intestine and mesentery. 
The entire pancreatic area was hard and indurated. The abdomen was closed 
as soon as these findings were observed because the patient went into shock. 


The patient continued to complain of severe, burning abdominal pain, 
only temporarily relieved by morphine, demoral, and two splanchnic nerve 
blocks. On the third postoperative day her blood pressure rose to 210/110. An 
acute attack of asthma was temporarily relieved by adrenalin. Two days later 
ACTH was begun, without apparent results. 
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On the seventh postoperative day, after marked distention had ensued, 
cortisone therapy was begun by the intramuscular route. Recovery thereafter 
was smooth and the patient was in good condition when she was discharged 
9 days later. She has remained well to date. 


This case, like the preceding case, is an illustration of the use of cortisone 
in proved cases of acute pancreatitis, in neither of which any other procedure 
confused the issue. In both cases the abdomen was opened and the pathologic 
process directly inspected. In both cases it was closed without any surgical 
procedure having been performed. The first of the two patients, who was given 
cortisone immediately after operation, recovered smoothly and promptly. The 
second patient had a stormy convalescence until she was given cortisone; 
ACTH was entirely ineffective, as was splanchnic nerve block. It would be hard 
to find better illustrations of the value of cortisone therapy in acute pan- 
creatitis, and I am particularly grateful for the opportunity to report these two 
cases. 


Note:—Appreciation is expressed to Dr. I. J. Hurst for the privilege of 
reporting Case 5; to Drs. Boni De Laureal and Ambrose Stork for Case 6; to 
Dr. F. T. Gidman for Case 7; to Dr. H. L. Boone, Laurel, Miss., for Case 8; and 
Dr. Eugene A. Bush, Laurel, Miss., for Case 9. 


REFERENCES 


Wolf, Stewart G. and Wolff, Harold G.: Human Gastric Function. An Experimental 
Study of Man and his Stomach, New York, Oxford University Press, Inc., 1943. 

Selye, Hans: The Physiology and Pathology of Exposure to Stress. A Treatise Based 
on the Concepts of the General-Adaptation-Syndrome and the Diseases of Adaptation, 
Montreal, Acta, Inc., 1950. 

Ivy, A. C. and Gibbs, G. E.: Pancreatitis: A review (Recent Advances in Surgery). 
Surgery 31:614-642 (April), 1952. 

Probstein, J. G. and Pareira, Morton D.: Pancreatitis: Current concepts. Am. Surgeon 
18:497-503 (May), 1952. 

Nabatoff, Robert A.: The relationship of pancreatic duct obstruction and dilatation to 
fat necrosis of the pancreas. J. Mt. Sinai Hosp. 15:139-142 (Sept.-Oct.), 1948. 

Rich, Arnold R. and Duff, G. Lyman: Experimental and pathological studies on the 
pathogenesis of acute hemorrhagic pancreatitis. Bull. Johns Hopkins Hosp. 58:212-260, 
1936. 

Yotuyanagi: Cited by Ivy and Gibbs’. 

Clark: Cited by Ivy and Gibbs’. 

Smyth, C. J.: Etiology of acute hemorrhagic pancreatitis with special reference to the 
vascular factors. An analysis of autopsies and an experimental investigation. Arch. 
Path. 30:651-669 (Sept.), 1940. 

Beneke: Cited by Smyth’. 

Thal, Alan: Studies on pancreatitis. II. Acute pancreatic necrosis produced experi- 
mentally by the Arthus sensitization reaction. Surgery 37:911-917 (June), 1955. 
Savage, Charles, Butcher, Wendell and Noble, Douglas: Psychiatric manifestations in 
pancreatic disease. J. Clin. Exper. Psychopath. 13:9-16 (March), 1952. 

Probstein, Jacob G. and Sachar, Leo A.: Acute pancreatitis: Questions and answers. 
S. Clin. North America, October 1950, pp. 1457-1463. 

Raker, John W. and Bartlett, Marshall K.: Acute pancreatitis. The fate of the patient 
surviving one or more acute attacks. New England J. Med. 249:751-757 (Nov. 5), 1953. 


250 
Pe 
4, 
6. 
8. 
9, 
10. 
12. 
13. 
14. 


Kaplan—Acute and Chronic Relapsing Pancreatitis 251 


Kirby, Charles K., Senior, John E., Howard, John M. and Rhoads, Jonathan E.: Death 
due to delayed hemorrhage in acute pancreatitis. Surg., Gynec. & Obst. 100: 458-462 
(April), 1955. 

Korte: Cited by Snell, Albert M. and Comfort, Mandred W.: The incidence and diag- 
nosis of pancreatic lithiasis. Review of eighteen cases. Am. J. Digest. Dis. 8:237-243 
(July), 1941. 

Stephenson, Hugh E., Jr., Pfeffer, Robert B. and Saypol, George M.: Acute hemor- 
rhagic pancreatitis. Report of a case with cortisone treatment. A.M.A. Arch. Surg. 
65:307-308 (Aug.), 1952. 

Hoste, O.: Pancreatitis bij infectieuse hepatitis, behandeling met cortisone. Belg. 
tijdschr. geneesk. 9:492-494 (June 1), 1953. 

Eskwith, Irwin S., Cacace, Vincent A. and Sollosy, Alexander: Acute hemorrhagic 
pancreatitis. Treatment with cortisone. New England J. Med. 252:494-495 (March 
24), 1955. 


DISCUSSION 


Dr. Miles J. Bielek (Ft. Lauderdale, Fla.):—I should like to direct a ques- 
tion to Dr. Kaplan: When do you use cortisone postoperatively, what type is 
used, what is the dosage, and do you use maintenance therapy afte rward? 


Dr. Kaplan:—The question asked was when to use cortisone, preoperative 
or postoperatively, the doses, and the question of maintenance. 


Let us understand one thing. There are three cases reported in the litera- 
ture. To these, we are adding nine. No positive conclusions can be drawn from 
such a small series, but the present results are most encouraging. 


When we first started with the use of cortisone in the treatment of acute 
pancreatitis, we were very cautious and I may add, we are still very cautious. 


The diagnosis of acute pancreatitis rests upon one’s clinical impression and 
the serum amylase test, when it is high. One must be very careful when he 
makes the diagnosis, lest he miss a ruptured ulcer or some other abdominal 
catastrophe and treat the patient with cortisone, only to find at autopsy, to 
his dismay and chagrin, that generalized peritonitis was present. 


Granted, however, that we are all topnotch gastroenterologists and physi- 
cians, and that we can make the unqualified diagnosis of acute pancreatitis, 
it is suggested that cortisone be given immediately. In the first cases, the 
hormone was used only after all of the standard methods were exhausted— 
namely, opiates, anticholinergics, antibiotics, and splanchnic blocks. As time 
passed, however, we felt that the endocrinological approach had a very sound 


basis, so that hydrocortone by vein or cortisone by muscle was started imme- 
diately postoperatively. 

If there is any question as to the diagnosis, I would not hesitate to advise 
exploration. This is said with some degree of confidence by virtue of the fact 
that in our series, seven were operated on before cortisone therapy was instituted. 

In the case of the physician, the prognosis was very grave. Hydrocortone 
was administered with skepticism, but it was felt to be a desperation measure. 


15. 
16. 
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We all know that the mortality of acute pancreatitis following surgery is high, 
much higher according to most statistics than the more conservative medical 
management. Yet, in this report of nine cases, seven of whom were operated, 
all recovered within a short period of time without complications. 


As to the dose of cortisone, I think we will all have to agree, at this time, 
that whether it is for pancreatitis, asthma, or arthritis, we are merely guessing. 


Dr. Hench of the Mayo Clinic who did the Nobel prize work in the treat- 
ment of rheumatoid arthritis, has suggested 300 mg. the first day, 200 mg. the 
second and third days, and then to taper off. 


Recently, in getting together a paper on cortisone and ACTH in gastro- 
enterology, I wrote “We use cortisone by the Hench Method”. My handwriting 
is poor, so that when the stenographer typed it, she spelled it “H-U-N-C-H”. 
In a measure I think that is true. Until we can study the corticoids and other 
biochemicals of the blood more thoroughly and better understand the endo- 
crinological implications in this disease as well as in other diseases, we can 
scarcely venture to use any other method than that suggested by Dr. Hench. 


In my opinion, it is wrong, dead wrong to empirically give children 300 
mg. of this hormone and administer the same dose to a 45-year old adult. At the 
present time, there is no scientific method of approach. We, in New Orleans, 
hope to do something about this one of these days. 


Our observations have led us to treat acute pancreatitis as an acute 
disease, giving cortisone by muscle or hydrocortone by vein for the first several 
days. Oral administration of meticorten can then be substituted until disch: irge. 
The complication of diabetes mellitus has been controlled with insulin. 


In chronic relapsing pancreatitis, we have somewhat of a different problem. 
For the acute exacerbations, cortisone has been used. The young man whose 
picture you saw, happens to be the newspaper boy on the corner. It is easy 
to discuss his condition with him every day. We have gone into his pe srsonal 


problems, the effect of the change of weathe *r, as well as care for his intercurrent 


infections. For his acute episodes, he is given cortisone and Demerol. Usually, 
he is better in a very few days. If the simple measures fail, he goes to the 
hospital for pare nteral fluids. Phophylactic m maintenance with cortisone has been 
unsuccessful. 


The avenue is open for endocrine therapy in chronic pancreatitis. It seems 
to be that in the future, instead of using pancreatic and liver substitutes, we 
might conceivably employ one or more endocrines to better support these 
unhappy and miserable patients. 


THE VALUE OF BIOPSY OF THE LIVER? 


EDWARD R. CHRISTIAN, M.D. 


New Orleans, La. 


Biopsy of the liver—including its latest application, needle biopsy—can 
scarcely be called a new technic any longer. In the recent past it has assured 
for itself, through the definitive information it often makes available, a place 
of import among our tools for investigating various diseases of the liver. 
Nevertheless, one frequently is confronted by the reluctance of some physicians 
to use the procedure in the latitude warranted by its efficiency. In attempting 
to rationalize their doubt, they usually pose two questions: 1. Is the value 
received from biopsy worth the risk imposed on the patient? 2. Cannot hepatic 
disease be diagnosed and treated, within reasonable limits of accuracy, without 
benefit of biopsy? Such queries are surely justified—as they are in the assay 
of any diagnostic procedure, no matter how trivial the risk involved. This paper 
is an attempt to answer them through the analysis of indications for and results 
of a large series of biopsies. 


METHODS AND MATERIAL 


In the series there were 423 biopsies performed upon 384 patients. Of that 
number, 345 (315 patients) were accomplished by means of the Vim-Silverman 
needle, and 78 (69 patients) were incident to laparotomy. 


A. Biopsy by Needle:-The Vim-Silverman needle is highly efficient in 
obtaining adequate specimens. The technic of using the instrument has been 
described in numerous articles and need not be repeated here. It will suffice 
to state that we use the transpleural approach exclusively, and either the eighth 
or ninth intercostal space in the mid-axillary line is the site of needle entry. 
Introduction of the needle is accomplished while the patient, who has been 
hyperventilated, holds his breath in expiration. This is done under local 
anesthesia. 

Biopsy by needle is the preferred method because of several reasons: 1. It 
is easily done and often can be completed without discomfort to the patient. 
This enhances its reputation as a trivial procedure, and consent for a first 
biopsy is rarely withheld; to the contrary, patients will usually agree to serial 
biopsies when they are indicated. 2. There is little deleterious effect upon 
seriously ill patients, particularly those with severe hepatic disease—the very 
ones likely to be in greatest need of biopsy. 3. Since the specimen is obtained 


*Read before the Second Annual Convention of the American College of Gastroenter- 
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without manipulation of the liver, there is no reactive cellular infiltration to 
simulate pathological conditions, i.e., hepatitis. Furthermore, the specimen is 
obtained from a depth to which subcapsular changes of equivocal significance 
do not extend. 


There are, unfortunately, certain disadvantages of the method: 1. It involves 
puncture of a highly vascular organ, and one that is surrounded by other vital 
structures, without the aid of direct vision. Therefore, hemorrhage and damage 
to adjacent viscera are potential sequelae of every biopsy. Hemorrhage would 
seem to be inevitable if one performs enough biopsies, and it is not prevented 
by extensive experience, skill or sensible precautions to avoid it. Adeptness at 
technic minimizes the incidence of hemorrage due to rents in the capsule of 
the liver and to poor placement of the needle, but cannot prevent that due to 
unforeseen puncture of a large blood vessel. Proper selection of subjects for 
biopsy and insistence upon an adequate clotting mechanism further reduces 
the number of accidents. Occasionally, however, biopsy is a virtual necessity 


in patients who, because of severe illness, are poor candidates for the proce- 


dure. In them complications must be anticipated and dealt with if they occur. 
In this series there were two deaths to which hemorrhage following needle 
biopsy was contributory. One patient was intensely jaundiced and had failure 
of prothrombin synthesis postoperatively. He bled not only from the biopsy 
site, but also from esophageal varices and a paracentesis wound. The other 
elderly patient died rather suddenly following biopsy. At autopsy there were 
just 1,000 c.c. of blood in his peritoneal cavity, and it was discovered that he 
had aspirated gastric contents. There were two other instances of hemorrhage, 
but both were comparatively minor and ceased after transfusions of small 
quantities of blood. Use of the transpleural approach and insistence upon 
breath-holding in expiration prior to introduction of the biopsy needle have 
been prime factors in preventing puncture of structures adjacent to the liver. 
One often is tempted to biopsy large livers from the anterior approach, but 
it should be remembered that the needle track then must traverse areas danger- 
ously close to large blood vessels, the gallbladder and intestines. 2. The specimen 
obtained by needle biopsy is but a minute fraction of the total liver mass; 
consequently, isolated lesions such as tumor nodules and granulomas may be 
by-passed. The common diseases that affect the liver, however, seem to do so 
in a general fashion, and punch biopsy seldom fails to detect them. Practically 
all patients who have normal biopsies follow clinical courses that are not 
indicative of significant hepatic impairment. On the other hand, patients with 
historical, physical and laboratory evidence of hepatic disease usually have 
abnormal biopsies. At times, in the absence of such evidence, biopsies under- 
taken for exploratory reasons reveal unsuspected abnormalities. Finally, autopsy 
is the only sure way of proving that a biopsy did or did not reflect the true 
histologic state of the liver. In this series there was excellent correlation between 
findings at biopsy and at autopsy. 3. It is sometimes maintained that specimens 
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obtained by needle biopsy are too small and fragile for handling in the tissue 
laboratory. It is thought that this objection is untenable, for the average 
specimen suffices for 45 to 60 microscopic sections which undergo numerous 
staining technics and freezing without disintegrating. In addition to those 
sections, enough tissue can be reserved to allow culture in appropriate media 
for bacteria, yeast and fungi. 


B. Biopsy by Laparotomy:—This method has been largely supplanted by 
needle biopsy because of the aforementioned advantages of the latter. When, 
however, certain circumstances exist, biopsy by laparotomy is preferred: 
1. Because of physical reasons, i.e., cardiopulmonary disease, the patient is 
unable to hold his breath as is imperative in needle biopsy. 2. The patient is 
unduly apprehensive and unable to cooperate in breath-holding. 3. Needle 
biopsy is contraindicated because aspiration with an exploring needle has 
revealed a blood vessel in the proposed path. 4. Surgical exploration is indicated 
regardless of possible biopsy findings; therefore, biopsy is accomplished at 
laparotomy instead of subjecting the patient to separate operations. 


It is a hazardous procedure in patients with severe hepatic disease, and 
under the best conditions usually increases their morbidity. It is painful when 
performed under local anesthesia; if general anesthesia is necessary, the added 
hypoxia is further insult to the damaged liver and may be fatal. 


It is good practice to get a specimen with the Vim-Silverman needle 
addition to the wedge biopsy when the patient goes to laparotomy. Tissue thus 


obtained from deeper recesses of the liver is more representative than subcap- 


sular tissue. 
RESULTS 


Figure 1 is a summary chart showing the diagnoses established by this 
series of biopsies and the frequency of their occurrence. In interpreting these 
data several facts are pertinent: 1. Of the 345 needle | yiopsies, 85 per cent were 
performed because there was clinical evidence of hepatic abnormality. The other 
15 per cent were performed for investigative purposes to ascertain the presence 
or absence of hepatic changes in certain diseases. 2. Of the 78 biopsies per- 
formed at laparotomy, 37 per cent were the primary purpose of the surgery; 
63 per cent were incidental to other surgical procedures. Most of the latter 
group were done to remove discrete lesions or because of strong suspicion that 
hepatic disease was present. 3. Each diagnosis established in an individual, 
though it may have been demonstrated repeatedly in serial biopsies, has been 
recorded but once in Figure 1. Data presented in the chart are summarized 
as follows: 

A. Normal Liver:—8.5 per cent of the biopsies revealed normal liver. This 
percentage is increased to 19.6 if those showing minimal histological changes 
are included. The clinical significance of such changes is probably of no conse- 


THE AMERICAN JOURNAL OF GASTROENTEROLOGY 


quence, although they may, evidently, cause abnormalities in tests of hepatic 
function. Performance of biopsies for investigative purposes when there is no 
evidence of liver disease increases the frequency of normal biopsies. On the 
other hand, there is the occasional patient with physical and/or laboratory 
evidence of hepatic disease who has normal liver tissue as shown by biopsy or 
his pursuance of a clinical course that belies significant disease. 

B. Portal Cirrhosis:—15.6 per cent of the biopsies revealed portal cirrhosis. 
If portal fibrosis, an allied disorder, is added to the group, the percentage is 
increased to 23. Fatty metamorphosis, the most frequent diagnosis in the series, 
was shown by 15.8 per cent of the biopsies. It was usually present in patients 
with either portal cirrhosis or portal fibrosis. These data are weighted by the 
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Fig. 1—Summary chart of diagnoses established by biopsy of the liver. 


fact that our patients are predominantly men (of the 384 biopsied only 3 were 
women), the majority of whom are in the age group when hepatic effects of 
prolonged dietary indiscretions become evident. 

C. Hepatitis:—8.5 per cent of the biopsies showed findings compatible with 
viral hepatitis; 1.6 per cent showed postnecrotic scarring and cirrhosis. A group 
of nonviral hepatitides comprised 4.7 per cent of the biopsies. It included 
nutritional and toxic hepatitis and hepatitis associated with infectious mono- 
nucleosis. 

D. Cancer:—Neoplastic disease of the liver was diagnosed in 6.4 per cent 
of the biopsies. Metastatic tumors were proven in 23 patients; primary liver 


NORMAL 
METASTAT ARCINOMA 
NON- VIRAL HEPAT 
PORTAL NFILTRATION 
BiLiA RM 
t TA 
TIC RRHOSIS 
PE HOLANGIT 
EXTRAM ARY 
HEMOCHROMAT 
WEPATOMA 
ut 
FAN 
SICKLEMIA 
BLE C T ADENOMA 
CALCIFIED \ 
PATIENTS 
315 4 
69 
MMA 
wisT ASM 5 TOTAL 425 364 
LEUKEMIA 
ue 
PER . 
60 
— 


Christian—The Value of Biopsy of the Liver 


cell carcinomas, in 4. The majority of those lesions were detected by needle 
biopsy; positive biopsies obtained at laparotomy were from visible nodules. In 
view of the fact that tumor nodules, whether primary or secondary, are often 
irregularly disseminated in the liver, it is surprising that needle biopsy has 
been so efficient in de ‘tecting them. In this series it has been rare for neoplastic 
disease of the liver to be found at autopsy after a needle biopsy had failed to 
show it. This efficiency, of course, is influenced by an element of luck, and 


must vary from one series of biopsies to the next. 

E. Granulomatous Disease:—There were 27 patients (6.4 per cent of the 
biopsies ) in whom granulomas of the liver were found. In all but 2 the lesions 
were demonstrated by needle biopsy. Causative diseases and number of times 


diagnosed were: tuberculosis, 11; sarcoidosis, 8; brucellosis, 2; fever of unde- 


termined origin, 2; syphilis, 1; histoplasmosis, 1; melioidosis, 1; nocardiasis, 1. 
Unless they are typical of tuberculosis or sarcoidosis, granulomas are often 
nonspecific and not diagnostic in themselves; rather, the etiologic diagnosis 
must depend upon other laboratory procedures, i.e., culture, serological studies, 
animal inoculation, etc. This group again highlights the fact that needle biopsy 
is successful, more often than is expected, in detecting a type of lesion which 
might easily be missed because of its discrete configuration and_ irregular 
dissemination in the liver. Focal necrosis probably represents the first stage 
in the development of a granuloma; therefore, it is of interest that the lesion 
was present in 13.4 per cent of the biopsies. It is not proposed that all focal 
necroses represented early granulomas, but they were often found in patients 
with systemic diseases characterized by granulomatous reaction. 
Hemosiderosis:—Nearly 10 per cent of the biopsies (44 patients ) 
revealed deposits of hemosiderin. In 4 patients hemochromatosis was present. 
Since only a few of the patients could have had posttransfusion hemosiderosis, 
these data are intriguing because of the relationship between certain diseases 
of the liver and disturbances in iron metabolism. Hemosiderosis is demonstrated 
frequently after parenchymal necrosis, an event which may be associated with 
increase in serum iron content. Nor is it uncommon to find rather striking 
amounts of hemosiderin along with fatty metamorphosis in livers damaged by 
the poor nutrition that accompanies alcoholism. Unless it is present in sufficient 
quantity to discolor the biopsy specimen grossly, hemosiderin may not be 
recognized in the absence of special staining technic for detection of iron. It 
is advisable to reserve a small portion of each biopsy for that purpose. 
G. Disease of Biliary System:—In 6 per cent of the biopsies (26 patients ) 
abnormalities of the biliary drainage system were present. They included the 
following: biliary cirrhosis, 8; bile stasis, 8: pericholangitis, 6; cholangitis, 3; 


bile duct adenoma, 1. To this group might be added the 17 biopsies that showed 


portal infiltrates of uncertain etiology. Biopsies that demonstrated the most 
significant diagnosis, i.e., biliary cirrhosis, were most often obtained at lapar- 
otomy performed to relieve extrahepatic obstruction. 
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H. Miscellaneous:—Included in this group were the following lesions or 
abnormalities, some of them unique: extramedullary hematopoiesis and myelo- 
poiesis, sicklemia, erythrophagocytosis, calcified nodule, capsular scarring; cysts 


of liver, focal hyperplasia, peritonitis and tumor thrombi. Although many of 


them were demonstrated just once in the series, they emphasize the wide range 
of diseases which affect the liver and the versatility of biopsy in detecting them. 


INDICATIONS FOR BIOPSY 


The essential purpose of biopsy is to prove that abnormality does or does 
not exist in the liver, for it is the ultimate tool in the delineation of hepatic 
disorders that are often beclouded by equivocal laboratory tests, physical 
findings and historical data. The diagnoses summarized in Figure 1 were 
established through the application of biopsy as follows: 

A. As a diagnostic aid in— 

Determining the cause of abnormal results of hepatic function tests. 
Determining the cause of symptoms and signs of hepatic disease. 
Exploring the significance of historical evidence of hepatic disease. 
Finding the cause of fever of undetermined origin. 
Determining the nature of certain pulmonary diseases when more 
pertinent efforts have been fruitless. 
Determining the presence of hemochromatosis. 
Determining the presence of hepatolenticular degeneration. 

a prognostic aid in— 
Following the progress of primary hepatic disease. 
Establishing the presence of neoplastic disease of the liver. 
Demonstrating the hepatic effects of other systemic diseases. 
Demonstrating the hepatic effects of chemical agents. 

san aid in determining the course of therapy by— 
Demonstrating certain diseases necessitating specific therapeutic 
measures. 
Demonstrating the severity of hepatic involvement, thereby dictat- 
ing aggressiveness in therapeutic efforts. 
Demonstrating the presence of neoplastic disease of the liver, thus 
obviating the need for other than palliative surgical procedures. 

As an aid in determining the response to therapy. 

; an investigative aid in— 

Determining the hepatic effects of various systemic diseases. 


Determining the hepatic effects of chemotherapeutic agents. 
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A. Hemochromatosis. 
Nutritional disease of the liver: hemosiderosis and fatty metamorphosis. 


. Extensive scarring in postnecrotic cirrhosis. Needle biopsy specimen stained for 
glycogen. 


. Minimal fibrosis following severe hepatic decompensation in an alcoholic. 
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Case REPORTS 


Case I:—A 35-year old physician, who had previously had viral hepatitis, 
was hospitalized because of severe hepatic decompensation following excessive 
use of alcohol. He hovered near death for several weeks, but eventually recov- 
ered and was discharged after 104 days in the hospital. Because of his clinical 
course, it was presumed that he had extensive portal cirrhosis and that his 
hepatic reserve was minimal. After several months he again sought medical 
help beeause of similar, though much milder, complaints that followed his 
resumption of alcohol. He admittedly had become despondent because of fear 
that his liver was already so completely compromised that further use of alcohol 
could do little additional damage. In an effort to reassure him, needle biopsy 
of the liver was done. Surprisingly, to us and the patient, there was much 
intact parenchyma. Portal fibrosis was present, but not of such extent to support 
the diagnosis of portal cirrhosis (Fig. 2-D). On the basis of the biopsy findings, 
we were able to discuss the patient's prognosis more convincingly. 


Case 2:—A 30-year old white man was referred by his family physician 
for diagnostic studies because he close ly resembled a recently deceased sister 
whose autopsy had revealed hemochromatosis as the cause of obscure, lingering 
heart disease. He had no physical complaints, and attributed the “tanned” 
appearance of his skin to his working out-of-doors as a telephone installer. His 
body hair had always been scant; he had no children although he was sexually 
active. Tests of hepatic function were entirely within normal limits. Fasting 
blood sugar was normal, but there was a diabetic- -type glucose tolerance curve. 
Serum iron was 736 micrograms per cent. Urinary 17-ketosteroids and cortico- 
steroids were reduced. A postauricular skin biopsy showed deposits of hemo- 
siderin. Needle biopsy of the liver was attempted but was abandoned after 
blood was aspirated through the preliminary exploring needle. The patient was 
then subjected to biopsy by laparotomy. The specimen contained vast amounts 
of hemosiderin, yet there was little evidence of portal fibrosis (Fig. 2-A). Biopsy 
verified the presence of a serious disease that was not clinically evident and 
will, in the future, provide the only effective means of following the course of 
the disease. The patient is a candidate for periodic blood-letting as an effort 
to cause removal of iron from the liver. Results of such treatment would best 
be determined through serial biopsies. 


Case 3:—A 35-year old white man was admitted to the hospital for study 
because of fever, chills, night-sweats, anorexia, weight loss and fatigability of 
6 weeks’ duration. The only positive physical findings were minimal hepato- 


splenomegaly and tenderness in the right upper abdominal quadrant. Extensive 


diagnostic studies, including numerous tests of hepatic function and skeletal 
roentgenograms, were negative. Needle biopsy of the liver was: performed and 
revealed nonspecific granulomatous disease. In one linear section of the speci- 
men there were 35 granulomas and areas of focal necrosis. Because disseminated 
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A. Granuloma of liver in fever of undetermined origin, probable nocardiasis. 
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Fig. 


B. Sarcoidosis. 


C, 


Isolated tuberculoma of liver. Frozen section of needle biopsy specimen stained 


for fat. 


eni- 


Specimen obtained at laparotomy; 


D. Large granuloma of liver in melioidosis. 


bedded in paraffin block. 
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tuberculosis could not be eliminated as the cause of those lesions, treatment 
with streptomycin and para-aminosalicylic acid was started. It was ineffectual 
and the patient continued to get worse. A second needle biopsy of the liver 
was performed and culture of the specimen grew Nocardia asteroides. He was 
then treated with sulfadiazine, penicillin and te rramycin; after several weeks 
he began to improve. Fever subsided, the liver and spleen diminished in size, 
and a steady weight gain was noted. A third needle biopsy of the “done was 
performed and revealed persistence of the disease; however, the number of 
granulomas had decreased (Fig. 3-A). At the time of the third biopsy it was 
the consensus that the patient had nocardiasis and was recovering from it, 
probably spontaneously. Without biopsy of the liver it is unlikely that the 
correct diagnosis would have been established. Certainly, the demonstration 
of extensive granulomatous disease in the absence of laboratory evidence of 
hepatic dysfunction was a surprising revelation to those attending the patient. 


Case 4:—A 34-year old Negro porter was hospitalized for study because of 
widening of the mediastinum that had been detected in a roentgenogram of 
his chest made by a mobile unit. For one month he had experienced a “heavy 
feeling” in his chest, dry cough and slight dyspnea. Physical examination was 
negative with exception of obesity and a temperature of 99.4°F. Tuberculin 
skin test was positive, three plus. Laboratory studies, including examination of 
sputa for acid-fast bacilli and fungi, were negative. It was impossible to differ- 
entiate between widening of the aorta and lymphadenopathy adjacent to the 
aorta. He was discharged from the hospital and then rec: alled in six weeks for 
further observation and study. In the interim he had felt well and had gained 
weight; he still had slight dyspnea. Roentgenogram of the chest was repeated 
and revealed decrease in size of the hilar mass. The consensus was that he had 
either sarcoidosis or a radiosensitive lymphoma that had responded to the small 
amount of radiation received in the course of diagnostic studies. Needle biopsy 
of the liver was performed to differentiate between the two, and microscopic 
sections of the specimen showed several granulomas which were considered 
compatible with sarcoidosis (Fig. 3-B). 


Case 5:—A 59-year old Negro man was hospitalized because of epigastric 
soreness, weakness and weight loss of 7 weeks’ duration. Physical examination 


was negative with exception of slight epigastric tenderness. The initial serum 


bilirubin determination was 1.5 mg. per cent, but a second determination was 
normal, as were other tests of hepatic function. Serological tests for syphilis 
were positive. Fasting blood sugar was normal, but there was a diabetic-type 
glucose tolerance curve. Exhaustive studies of the gastrointestinal tract, includ- 
ing gallbladder visualization, were negative. The patient was placed upon a 
bland diet with supplementary vitamins. There was prompt symptomatic im- 
provement and he gained 6 pounds in weight. A definite diagnosis was not 
established, and he was discharged from the hospital. He was readmitted 

weeks later in a stuporous condition. He was deeply jaundiced and had a large, 
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. Giant follicle lymphoma. Low-power view of entire needle biopsy specimen. 


Primary carcinoma of liver. 


. Bile thrombi in intrahepatic obstructive jaundice. Specimen obtained at laparotomy. 


Accumulation of alkaline phosphatase in extrahepatic obstruction. Low-power 
view of needle biopsy specimen. 
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tender liver. His temperature was elevated and there was a moderate leucocy- 
tosis. The right hemidiaphragm was high and fixed. Severe acidosis and retention 
of nonprotein nitrogen developed. It was thought that the patient had an 
amebic abscess of the liver. Treatment with emetine was started and the liver 
was aspirated for pus. None was obtained, so a needle biopsy was done. Quite 
unexpectedly, the diagnosis thus established was primary liver cell carcinoma 
(Fig. 4-B). 


Case 6:—A 57-year old man was referred for needle biopsy of the liver in 
an effort to differentiate between hepatocellular jaundice and extrahepatic 
biliary obstruction. Onset of his illness had occurred three months earlier and 
had been characterized by symptoms of a “chest cold”, weakness, anorexia 
and fatigability. Painless jaundice appeared a month later and was accompanied 
by dark urine and acholic stools. His gallbladder failed to visualize. Tests of 


hepatic function equivocally supported both hepatocellular and obstructive 


jaundice. Needle biopsy of the liver revealed biliary cirrhosis. Figure 4-D 
shows a portion of the specimen stained to demonstrate the great increase in 
alkaline phosphatase. Once it was ascertained that he did not have primarily 
hepatocellular jaundice, the patient underwent exploratory laparotomy. Chronic 
cholecystitis and cholelithiasis were found. 


Figures 2, 3 and 4 present photomicrographs of 12 interesting lesions from 
9 


the many that were demonstrated by this series of biopsies. All but 3 of them 
(2-A, 3-D and 4-C) were obtained by needle biopsy. 


CONTRAINDICATIONS TO BIOPSY 


Contraindications to biopsy of the liver, whether by needle or laparotomy, 
must be tempered by the urgency of need for a histologic diagnosis. There is 
seldom a patient encountered who, if the need is great, cannot be submitted 

biopsy by one of the two methods. It is thought that the sole absolute 
contraindication exists when a patient, who for some reason cannot undergo 
needle biopsy, has a severely damaged liver that cannot withstand the added 
trauma of surgery and ane ssthesia. Assuming that the patient is willing and 
cooperative, needle biopsy may be of such risk as to be considered contra- 
indicated. 1. In the presence of complete extrahepatic obstruction the needle 
track may become a fistula draining dammed-up bile into the peritoneal cavity. 
2. In the presence of an abnormal clotting mechanism, chronic passive conges- 
tion, vascular and/or necrotic tumors and amyloidosis there is great danger of 
postbiopsy hemorrhage. 


CONCLUSIONS 


Biopsy of the liver is a valuable adjunctive procedure in the diagnosis and 
management of hepatic disease. Its high order of efficiency in detecting disease, 
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coupled with its comparatively few contraindications, justified considerable 
latitude in its application, sometimes at a calculated risk. 
SUMMARY 


Results of 423 biopsies of the liver, performed by needle and at laparotomy 


upon 384 patients, are reviewed. Comparative merits and disadvantages of the 


two methods are discussed. Indications for and contraindications to biopsy are 


listed. Brief case reports are presented and photomicrographs of interesting 
lesions detected by biopsy are shown. 
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THE CLINICAL SIGNIFICANCE OF ACUTE PORPHYRIA® 


ALLAN G. REDEKER, M.D.+ 


Los Angeles, Calif. 


Garrod’ termed porphyria an “inborn error” of porphyrin metabolism. 
Unfortunately, the porphyrins are often regarded as obscure compounds of 
little clinical interest, their presence as an integral part of the respiratory pig- 
ments exciting the interest of the biochemist only. The fact remains that the 
disease acute porphyria is undoubtedly more common than has been recog- 
nized and represents a very real diagnostic and therapeutic challenge to the 
clinician. 

The porphyrins themselves are a large group of compounds existing in 
nature both in a free state and as complexes containing metals and proteins. 
They are cyclic tetrapyrroles, the four pyrrole nuclei being joined by four 
methene bridges, and differ one from the other by virtue of the attached side 
chains. In man, the porphyrins may be derived exogenously from food or may 
be synthesized from succinate and glycine to provide prosthetic groups “ the 
respiratory enzymes. They are red i n color and have characteristic absorption 
and fluorescence spectra. Porphyrinuria indicates an excessive excretion of 
coproporphyrin or uroporphyrin in the urine without reference to the cause. 
Coproporphyrin, the normally predominant porphyrin of the urine and feces 
is excreted in abnormal amounts in many conditions*, the most striking example 


occurring in lead poisoning. 


The disease porphyria, however, appears to represent a peculiar consti- 
tutional fault characterized by a disturbance of pyrrole metabolism resulting in 
the excretion of abnormal amounts of porphyrins and porphyrin precursors 
in the urine. This metabolic abnormality is usually associated with a variety of 
clinical manifestations and in the past most of the classifications of porphyria 
have been based primarily on these clinical features. Recently, Watson and 
his associates* have proposed a more fundamental classification based on the 
probable site of formation of the abnormal porphyrins which ultimately appear 
in the urine: 

1. Porphyria erythropoietica:—abnormal porphyrin formation in the bone 

marrow associated with congenital photosensitivity, hemolytic anemia 
and splenomegaly. 


Porphyria hepatica:—abnormal formation of porphyrins and porphyrin 


precursors in the liver, frequently with evidence of hepatic disease. 


*Read_ before A Second Annual Convention of the American College of Gastroenter- 
ology, Chicago, IIl., 24, 25, 26 October 1955. 

‘tFellow of the Sanune Foundation; University of Southern California School of 
Medicine, Department of Medicine (Gastroente rology ) and Los Angeles County Hospital, 
Los Angeles, Calif. 
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a. Intermittent acute type—abdominal and/or nervous manifestations. 


b. “Cutanea tarda” type—late appearance of photosensitivity without 
other manifestations. 


c. “Mixed” type—photosensitivity with intermittent abdominal and, or 
nervous manifestations. 


By far the most common form of porphyria, and clinically the most im- 
portant, is the acute intermittent type. It is this form of the disease that Calvy' 
termed “the simulator” because of the tendency of the clinical features to 
mimic those of other disease states, particularly abdominovisceral crises re- 
quiring surgical intervention. As a rule, symptoms leading to diagnosis first 


appear in the third or fourth decades of life, although symptoms of a mild 


Fig. 1—The abdomen of a 32-year old woman with acute intermittent porphyria. She had 
nine major abdominal operations before the diagnosis of porphyria was made 


nature may have begun during adolescence. Characteristically, the disease 
occurs in individual attacks with varying periods of remission during which 
the patient may be entirely symptom-free. Acute intermittent porphyria is 
thought to be transmitted as a Mendelian dominant and often a history sug- 
gestive of familial occurrence can be obtained. One of the striking features of 
the disease is the intermittent excretion of dark or red colored urine. For- 
tunately, this color abnormality of the urine usually coincides with the occur- 
rence of the acute clinical attacks and therein has certain diagnostic import. 
Even during acute relapses, however, the freshly voided urine is sometimes a 
normal light color and some cases apparently never excrete a dark urine during 
the entire course of the disease. It has long been recognized these colorless 
urines will sometimes develop a dark mahogany or red color upon standing 
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for a few hours, especially if acidified and exposed to sunlight. This property 
of the urine to darken upon standing is not pathognomonic of porphyria since 
it may also occur with melanuria, alkaptonuria and with the presence of phenol 
in the urine. The actual diagnosis of acute porphyria rests upon the laboratory 
demonstration of porphobilinogen or abnormal amounts of uroporphyrin in 
the urine. Watson and Schwartz® have popularized a simple test for the dem- 
onstration of porphobilinogen (a colorless precursor of uroporphyrins ) in the 
urine which should always be performed when acute porphyria is suspected. 
False positive tests are stated to be infrequent®. On rare occasions, however, 
the test may be positive in the absence of clinic: ily evident porphyria’. Por- 
phyria without porphyrinuria has also been de scribed*, 


The most prominent symptom of acute porphyria is abdominal pain. This 
may be generalized or sharply localized and is often colicky in nature. One 
gains the impression the pain is severe, though, on the other hand, it sometimes 
is relieved by placebo medication. Frequently, the pain is exacerbated by the 
intake of food or water. Nausea and vomiting are commonly present. Consti- 
pation is usually severe, often persisting between attacks and many of these 
patients are cathartic habituates. Occasionally, however, diarrhea may occur. 
Moderate to severe ileus often is present during the acute attacks and this, in 
the presence of abdominal pain and vomiting, makes the differentiation from 
intestinal obstruction difficult. Calvy and Dundon* reviewed the roentgen 
findings in acute porphyria and state there is no “pattern” characteristic of the 


disease. Often there are areas of bowel spasm alternating with segments of 


gaseous dilatation. Efforts to influence the abdominal symptoms with either 
atropine or prostigmine, however, have been disappointing'’. The abdominal 
symptomatology is usually out of proportion to the abdominal physical findings, 
for as a rule, the abdomen is soft and relaxed. Tenderness to deep palpation 
may be present, though not markedly so, and rebound tenderness is rare. Sinus 
tachycardia and a diastolic hypertension often appear during acute attacks. 
Low grade fever and leucocytosis are unusual but may occur. 


The neuropsychiatric manifestations of acute porphyria are manifold. The 
psychic features may include extreme emotional lability, agitation, delirium 
or hallucinations. Hypochondriacal complaints are common. Kark ' has coined 
the term “termagantism” from the Mohammedan word for “devil” which ade- 
quately describes some of these patients. Evidence of peripheral neuropathy 
is fairly common and may present a bizarre clinical picture. Often it is that of 
a severe polyneuritis which may develop quite gradually. Pain in the extremi- 
ties, with or without muscle weakness, is a common complaint. Acute pro- 
gressive involvement of the spinal cord and cranial nerve nuclei can occur 
with bulbar palsy and death from respiratory failure. 


The objective neurologic findings may change from day to day or even 
from hour to hour without any fixed pattern. Syncopal episodes are common 
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and occasionally convulsive seizures may occur. Severe neurologic involvement 
is sometimes followed by apparently complete recovery. One of our patients 
has had three attacks of paraplegia, once lasting for three months, with no 
residual muscular weakness. Neurogenic atony of the urinary bladder has also 
been described’. It may be that the abdominovisceral crises are neuropathic 
in origin. Histologic changes have been observed in both the sympathetic 
ganglia and the parasympathetic nuclei at necropsy and it has been suggested 
that the gastrointestinal manifestations are the resultant of these changes rather 
than due to the direct action of porphyrin on the bowel’. 


It is apparent that the clinical features of acute intermittent porphyria 
may be protean, nevertheless, the natural history of the disease becomes 
evident in most instances, although the diagnosis at any one time may be 
difficult. The following brief case histories illustrate the fairly characteristic 
pattern seen in many Cases 


Case 1:—S. S., a 39-year old Caucasian woman, entered the hospital com- 
plaining of cramping lower abdominal pain of three weeks’ duration. This was 
associated with almost constant nausea and she had been vomiting frequently 
for one week. 


She stated she had had intermittent attacks of similar nature since the 
age of 26 and many of the attacks had been accompanied by severe weakness 
of one or both legs. Usui lly, these episodes subsided after 2 to 3 weeks of bed 
rest. During this period, however, she had been subjected to 11 abdominal 
surgical procedures, always preceded by abdominal pain, vomiting and con- 
stipation. Her urine at this admission was noted to be a deep red-orange color 
and she stated it had been this color on many previous occasions. The Watson- 
Schwartz test for porphobilinogen was strongly positive. Five days later she 


was asymptomatic and was discharged from the hospital. 


Comment:—That acute porphyria may present the clinical picture of an 
acute abdominal surgical condition is well established’. Because, however, 
porphyria has been considered a rare disease, it has received little emphasis 
in surgical literature. This patient quite dramatically demonstrates what often 


befalls these patients when the index of suspicion of the disease is low. These 
people go from one doctor to another in a vain attempt to obtain relief from 


their pain and the scars of excessive surgical procedures are a common finding. 


Surgery, of course, is not indicated in acute porphyria per se, and it is possible 
that the administration of barbiturates so routine ‘ly used in the pre- and post- 
operative periods may only serve to exaggerate the symptoms. 


Case 2:—D. L., a 29-year old Caucasian female, entered the hospital with 
the complaints of right upper quadrant pain, nausea and vomiting for two 
weeks. During the past seven years she had suffered many similar attacks and 
three years before had undergone surgery for an “ovarian cyst”, but was told 
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afterward that nothing abnormal could be found. She also complained of 
chronic, severe constipation and that she had been having recurrent “fainting 
spells” for several months. 


Physical examination of the abdomen revealed tenderness to deep pressure 
in the right upper quadrant without muscle guarding. There was a_ sinus 
tachycardia (rate 120) but no fever. There was a positive Babinski’s sign and 
a definite ankie clonus on the right and the knee jerks and ankle jerks were 
markedly increased. She cried almost incessantly from abdominal pain, though 
she would occasionally break into a rather inappropriate smile. The test for 
porphobilincgen in the urine was strongly positive. 


On two occasions while in the hospital she suddenly developed a flaccid 
paralysis of the lower extremities with a “stocking”-type of anesthesia of the 
right leg. These episodes lasted but a few hours in each instance and there 
were no detectable motor or sensory residual changes. Since leaving the hospital 
she has had numerous attacks of abdominal pain and many fainting episodes 


and on one occasion her urine was described as being a di irk red color. 


Comment:—This patient was admitted to the hospital for “acute chole- 
cystitis’. It was not until the presence of neurologic abnormalities were noted 
that the possibility of acute intermittent porphyria was entertained. Here the 
index of suspicion was high. In this patient, the paucity of abdominal physical 
findings, tachycardia, repeated bouts of pain, recurrent “fainting spells”, 
severe constipation and an unusual behavioral pattern were all characteristic 
of acute porphyria. 


Case 3:—P. P., a 24-year old Mexican woman, was admitted to the hospital 
with severe, generalized abdominal pain, nausea and vomiting beginning sud- 
denly earlier that day. The day before admission, she had been seen in the 
hospital admitting room for the complaints of pain in both thighs and the 
chest. Nothing could be found on physical examination and she was sent 
home. The next day the abdominal pain and vomiting began and she noticed 
her urine was a dark, port-wine color. This urine was strongly positive for 
porphobilinogen and uroporhpyrin. Although this was apparently her first 
attack of symptomatic porphyria, she stated she had noted dark red urine 
frequently for many months. Further questioning revealed that her mother 
had committed suicide at age 39 because of chronic abdominal pain which 
“doctors couldn't help”. 


Comment:—The intermittent occurrence of dark red urine for many months 


or years prior to the first attack of clinical porphyria is a common finding. It 
is interesting that the abdominal pain and vomiting did not appear during this 
attack until the urine suddenly became dark, although chest and leg pain had 
been present for two days. The history is suggestive that the patient’s mother 
also had acute porphyria. 
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SUMMARY AND CONCLUSIONS 


A review of the major clinical aspects of acute intermittent porphyria is 


presented. 


Emphasis is made of the similarity of the clinical picture to that of abdomi 


nal disorders necessitating surgery. 


Three cases of acute porphyria are briefly discussed, one of whom had 


eleven abdominal operations. 
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DISCUSSION 


Question:—I should like to ask Dr. Redeker if he has had any experience 
with the use of cortisone in these cases of porphyria. 


Dr. Redeker:—Yes, I have. We have tried cortisone and ACTH in a few 
cases, and a number of other investigators have done so, too. The reports 
concerning this form of therapy are confusing. Recently there were reports of 
cortisone being used during attacks of acute porphyria and it appeared to 
precipitate fatal bulbar palsy. Others have described rather rapid regression 
of symptoms and termination of the acute attack. Our experience would indi- 
cate that some individuals are benefited by steroid therapy and some are not. 

When ACTH is used during the acute attack, it seems to reduce the 
urinary porphyrin excretion. This is not, however, always correlated with 


clinical improvement and is probably insufficient criteria for the routine use 


of the drug. Most patients can be managed through the acute attack with 
symptomatic therapy only. We now reserve ACTH treatment for the occasional 
patient who shows evidence of progressing neurologceal involvement. 
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THE GASTROSCOPIST’S ADAPTATION TO ESOPHAGOSCOPY ® 


A. RAY HUFFORD, M.D. 
Grand Rapids, Mich. 


Gastric and esophageal endoscopy was practiced with rigid-type instru- 
ments long before the advent of the roentgen ray. For many years, however, 
roentgenoscopic examination was favored as a diagnostic aid when there were 
complaints referable to these organs and endoscopic aid was only sought when 
the critical nature of the condition demanded further elucidation for estab- 
lishing the diagnosis. During the last quarter of a century, gastroscopy has 
become a broader, sounder and more stimulating endoscopic procedure as the 
result of the contribution by Schindler of the flexible gastroscope and_ the 
training of many endoscopically minded gastroenterologists in its practical use 
which was not only safer, but easier to pass. Improved instrument design and 
technic has established gastroscopy as a well recognized diagnostic procedure 
that not only complements and supplements the roentgen findings, but supplies 
additional information for more exact anatomic diagnosis. 


Within the past decade, a re-evaluation of esophagoscopy has taken place 
because se mechanical improvements have modified the esophagoscope 
so as to render it a safer and easier instrument to pass due to a flexibility of 
the introductory ae and with an optical system for a full dimensional 
view. Thus, technic: ally it has been made on a par with the flexible gastroscope. 
Because the introductory procedure is in most all respects similar to that of 
the flexible gastroscope, the same preparation and positioning of the patient 
suffices for either or both. Because of these similarities, those who were formerly 
doing only gastroscopy find that esophagoscopy is not only a new innovation, 
but a very much worthwhile diagnostic aid which helps to supplement and 
complement the gastroscopic procedure. Emancipation of the gastroscopist by 
ability to perform his own esophagoscopy at the same time that the patient is 
prepared for gastroscope, has in a measure instituted a kind of endoscopic 
renaissance. Because esophagoscopic examination as it pertains generally to the 
gastroscopist has been so comparatively recent, a full realization of what car 
be accomplished in this field of endeavor by combining these two endoscopic 
methods into a oe te diagnostic unit of esophago- gastroscopy, has not been 
clearly defined or fully evaluated. 


The continuity of the esophagus with the stomach, as well as the occurrence 
of many similar diseases, makes it rather imperative for the gastroscopist to be 
intimately conversant with the manifestations of esophageal dysfunction and 
pathosis, which are not as uncommon as was thought several years ago. Their 


*Read before the meeting of the American Gastroscopic Society, Atlantic City; Mm. J, 
June 1955, 
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somatic expressions are so variable and may masquerade through transferred 
abnormal effects which are mediated by way of the autonomic nervous system 
or referred to the chest and may mimic some cardiovascular or pulmonary 
disease, which makes it advisable to directly inspect the esophagus when 
clinical, laboratory and roentgen findings fail to confirm thoracic or upper 
abdominal pathosis. It is not only embarrassing to the physician but serious 
for the patient to have been treated as a coronary or as an idiopathic anemia 
when some organic disease of the esophagus or cardia is present. It is also 
equally embarrassing to the gastroscopist to find the passage of the scope 
blocked in the vicinity of the hiatus by an unsuspected herniation or malignancy, 
or to by-pass an esophagitis or esophageal peptic ulcer. Usually, by the time 
that characteristic roentgen signs of esophageal pathosis are observed, the 
tissues have already become badly damaged. Esophagoscopy is a more accurate 
method of establishing a diagnosis of esophageal lesions and it is advisable to do 
so just prior to gastroscopy, not only for diagnosis of such possible lesions, but 
to avoid injury to the esophagus at site of a lesion by the blind passage of the 
flexible gastroscope. For quite some time it has been my custom to esophago- 
scope about 80 per cent of the cases just preceding gastroscopy. 


Accurate diagnosis of esophageal lesions in most instances is not only 
possible but relatively easy, because the lumen is easy to visualize endoscop- 
ically. Those who have been in the practice of gastroscopy or esophago- 
gastroscopy before the advent of the flexi-rigid esophagoscopes, have experi- 
enced no difficulty in introduction or manipulation of these instruments. The 
technic and interpretation of findings is no more difficult than one experiences 
in gastroscopy. With experience comes skill and ability so that the use of either 
or both scopes becomes an integral part of the examiner's armamentarium. Like 
everything else, practice makes for perfection and experience becomes the great 
educator. 


The esophagoscope complements the gastroscope in much the same way 
that urologist’s use of the urethrascope complements the cystoscope, or the 
proctologist’s anoscope and proctoscope is used to complement the sigmoido- 
scope. In some respects the esophagoscope is similar to the proctosigmoidoscope. 
Both are introduced through sphincters by use of an obturator into a tubular- 
like organ and the visual field is directly through the barrel of the scope into 
the lumen of the organ. Questionable lesions are readily available for aspiration 
or cutting biopsy. 


I share with others the inability to always be certain of the pathogenesis 
of a lesion from observation alone, yet much useful information can be obtained 
from a good endoscopic view. Whenever there is possibility of misinterpretation 
of a lesion, support of the pathologist is very important. If the biopsy specimen 
does not reveal the suspected nature of the lesion, a repeat biopsy is indicated. 
At times, in spite of the most careful selection of site for the biopsy, it is not 
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always possible to obtain tissue from that part of the lesion which is going to 
give the correct pathologic diagnosis. The circumspect esophagoscopist should 
make an endoscopic diagnosis regardless, as the referring physician and surgeon 
have a right to a plausible working diagnosis in the future care of the patient. 


Although the esophagoscopist does not have to be an expert anatomist, he 
should have an adequate knowledge of the anatomy and the physiology of the 
esophagus, as well as its relation to the adjacent structures, for proper appre- 
ciation of its pathologic physiology and for orientation. While good technic, 
keen observation and good judgment are important operative attributes, it is 
equally important to have intelligent well trained assistants and good anesthesia 
for the proper control and cooperation of the patient. 


The esophagus, just as some other organs, shares in functional as well as 
organic diseases. Some diseases don't take life, they just ruin it. Benign func- 
tional disturbances are not uncommon and postulate some neuropsychiatric 
condition. We are living in an age in which there is a great preponderance of 
psychosomaticism and while we all recognize the necessity for its emphasis, 
organic conditions are too often overlooked because of the overemphasis of 
the psychosomatic. Functional complaints in emotionally unstable individuals 
usually shows some motor disturbances in the course of the esophagus. Cancer 
phobia is not uncommon and is often relieved by reassurance to the patient 
after esophagoscopy. Myasthenia gravis may at times seriously interfere with 
swallowing. Achalasia is one of the most serious of all the neuromuscular dis- 
turbances. The consciousness of abnormal sensations high in the epigastrium 
or retrosternally that are suggestive of esophageal reference and are persistent 
in spite of symptomatic treatment, should be esophagoscoped before too long 
on the assumption that they are of purely functional etiology. A high index of 
suspicion of esophageal diseases will lead to early diagnosis. Because the 
mechanism of a dysfunction may be unknown to the physician, he must not 
err in assuming that it is unknown. 


Uncharacteristic dyspeptic symptoms, slight changes in the swallowing 
habit, discomfort in swallowing, etc., may be the earliest signs of incipient 
cancer of the esophagus. Unfortunately, the early symptoms of carcinoma here 
as elsewhere may be very vague or entirely absent until the lesion is advanced. 
While this disease is not encountered as frequently as it is in the bronchus or 
stomach, nevertheless, it remains a rather formidable and pathetic disease which 
is frequently overlooked until the advanced signs and symptoms have provoked 
the patient and physician into seeking the cause. Procrastination on the part 
of the patient and physician accounts for a delay of approximately five months 
in 50 per cent of the cases. While significant information can be furnished by 
careful clinical and roentgenologic examination in many cases before dysphagia 
is too pronounced, however, in the early stages before the involved mucosa has 
ulcerated and cellular infiltration has not yet produced sufficient constriction 
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to delay the passage of barium, there is difficulty in the diagnosis. Esophagos- 
copy can detect these changes at an earlier date and at a time when proper 
treatment is so essential for a high salvage rate. Approximately ten per cent 
of gastric carcinomas occur in the fundic portion, some of which may eventually 
extend into the cardia or protrude from the posterior wall below the cardia 
where they are a definite hazard to the passage of the flexible gastroscope. It 
is quite possible to get an adequate view of such lesions with the 53 cm. 
esophagoscope, which serves the dual purpose of a gastroscope as well as 
esophagoscope. Caution and inadvisability has and should be sounded regarding 
the blind passage of a flexi-rigid esophagoscope when a lesion such as a 
carcinoma is situated high in the upper third just below the cricopharynx. 
Such lesions are apt to be detected fairly early and if constriction has not 
advanced to the stage where a tapered 7 mm. rubber obturator tip will enter 
without force, then the shorter scopes of 45 cm. or less can be introduced 
to the site of the lesion for an adequate view and biopsy. 


Other types of malignancy and benign tumors of the esophagus are rare, 
but occasionally encountered. Intramural extramucosal lesions are usually be- 
nign, produce an intraluminal polypoid-like mass, endoscopically, covered with 
normal appearing mucosa stretched over the mass. Ulceration seldom occurs. 
At times, extrinsic pressure is produced by mediastinal tumors, lymphaden- 


opathy, dilated aorta or the left main bronchus which may produce an intra- 
luminal defect and constriction. 


Esophagitis is considered to be the most common disease which affects 
the esophagus. Its frequency is becoming more apparent and reported more 
often with the increase in esophagoscopy. The most common type is the so- 
called peptic esophagitis, affects the distal part mainly and is most commonly 
produced by regurgitation or vomiting of the acid gastric juice. It is often asso- 
ciated with some intraabdominal disease such as gastroduodenal ulcer, cholecys- 
titis or possibly a gastrointestinal neurosis. Specific inflammatory esophagitis is 
infrequent in gastroenterological practice. The symptoms are so commonplace 
that the exact nature of the trouble is frequently overlooked, especially when 
mild and the course short with little or no treatment. Frequent recurrences or 
progression produce a chronic disease in which ulceration and round cell 
infiltration of the wall with fibrosis and narrowing, dysphagia, retrosternal pain, 
and bleeding may occur. The endoscopic appearance will vary with the degree 
of involvement. 


Peptic ulcer of the esophagus, like esophagitis, is not as rare as was 
assumed a few years ago. The two conditions may frequently co-exist. An 
antecedent esophagitis has been suggested as a causative factor. It may be 
associated with gastroduodenal ulcer, hiatal hernia, etc., or found independent 
of any of these. Grossly and microscopically there is no important difference 
from peptic ulcer elsewhere. Clinically, it may be indistinguishable, and have the 
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same complications. Its endoscopic appearance is characteristic of ulcer and it is 
found in the distal segment, usually within 5 cm. of the cardia. Esophagoscopy 
as a routine pregastroscopic procedure in all cases that have the so-called ulcer 
syndrome or unexplained hematemesis may reveal the previously obscure lesion 
to be an esophageal ulcer or esophagitis. Recurring or persistent epigastric 
distress following gastric or gallbladder surgery not revealed by other means 
should have esophagogastroscopy. 


Hiatal hernia, especially the small sliding types are not uncommon in 
patients with persistent epigastric distress and heartburn, frequently elude 
detection during roentgen examination. The variability of symptomatology is 
such as to suggest a number of different diseases and which not only annoy 
the patient but plague the physician. Occasionally, the hernia blocks the 
passage of the gastroscope and may not be seen without the aid of esophagos- 
copy. It is not uncommon for an ulcer to be present in the gastric pouch or 
esophagus, or for gastritis or esophagitis to co-exist. 


The very essence of achieving gratifying results is an accurate diagnosis, 
and it therefore behooves those who claim specialization in any particular field 
to have the training, experience and possession of the essential equipment 
which will enable him to make the diagnosis. It is, of course, important to 
recognize both the human and the mechanical limitations, but we should deploy 
that which is available so that it can be correlated and integrated for the 
greatest amount of good for which it was intended. It has been said that there 
is no royal road to diagnosis. There will likely be errors of omission and com- 
mission, with us always, even in the most expert clinician, roentgenologist or 
endoscopist. There is always the possibility of misinterpretation of the roentgen 
findings, or for the lesion to be missed entirely, and likewise the possibility of 
misinterpretation of the lesion or missing it entirely by endoscopy. Both methods 
must be regarded as complementary and indispensable regardless of any 
shortcomings. 


Most of the technical difficulties and hazards of esophagoscopy have been 
eliminated by the modification of the esophagoscopes for flexible introduction. 
Contraindications are for the most part identical with the passage of the Ewald 
tube. Usually, the clinical and roentgen findings will determine the contraindi- 
cations. The real value of any diagnostic aid or method, however, depends on 
the examiner's ability to use properly a trained hand, eye and brain to conclude 
a successful diagnosis. 


Message 


The objectives of this administration of 


vour College are three: 


1. Expansion with maintenance of stan- 
dards, with strengthening of established local 
chapters and development of local societies 
in other areas 

2. Simplification and centralization of administration—all communi- 
cations are centralized through the office of the Executive Secretary. 
Committee chairmen and state governors that have been appointed are 
capable, energetic men with complete freedom of activity and full 


responsibility. 


3. Improvement in the scientific contents of our regional meetings 
and annual convention. The governors of the southern regions have pre- 
pared an exceptional program for the next regional meeting. The 
Abraham L. Levin Lectureship in Gastroenterology has been established. 
The fact that Dr. Frank J. Borrelli is Chairman of our Program Com- 
mittee for the meeting in New York in 1956, in itself testifies to the 


quality of our forthcoming convention program. 


At the January meeting of the Executive Committee in New York 
City, outstanding progress was reported. Our current membership is 837. 
New governors have been selected to give us a new high in states with 
governor representation. THE AMERICAN JOURNAL OF GASTROENTEROLOGY 
continues to exceed previous records in the number of advertisers, num- 
ber of requests for reprints, and quality of scientific material and 


composition. 


In my opinion all goes well with your organization. 
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In Memoriam 
Roy Upnam, M.D., F.A.C.G. 


( 1879-1956 ) 


Roy Upham. M.D.. who was Secretary-General of the American College 
of Gastroenterology. died at the age of 76. In 1953, Dr. Upham was honored 
at a testimonial dinner by the National Gastroenterological Association, to mark 
his 50 years service to medicine. He graduated from the New York Homeopathic 
Medical College and Flower Hospital in 1901 and was lecturer in gastroenter- 
ology at his alma mater from 1912 to 1917; from 1917 to 1921, assistant professor 


and later named chief of the section on gastroenterology at the New York Medi- 


cal College. In 1954, Dr. Upham was designated as the outstanding alumnus of 
the vear by the New York Medical College. In addition to the honors bestowed 
upon him by medical organizations in this country and abroad, Dr. Upham 
was a true friend and beloved by all with whom he came in contact. 


We here present tributes from officers and trustees of the American College 
of Gastroenterology and his many friends. We will all miss him. 


SAMUEL WElss, M.D., F.A.C.G. 
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It is with deepest regret that we have to accept the passing of our good 
friend and colleague, Dr. Roy Upham. He has, however, left a profound influ- 
ence and an outstanding example of sound leadership for us to follow. 


Many, many years ago when the National Gastroenterological Association 
was fairly young, I became a sania and was immediately impressed with 
his sincerity, his friendliness, and his ability to accomplish things in the face 
of adversity. Even when he was forced to take to his bed, his interest never 
lagged in our organization, now the American College of Gastroenterology. His 
counsel always included the legitimate weighing and consideration of all the 


factors involved, and he always came up with an idea even though he did not 


have the strength to execute it. 


[ shall always treasure the many letters containing a full measure of advice 
and encouragement, which he generously handed out to me. In inheriting his 
job, I shall always feel a deep responsibility to him, as well as to our beloved 
organization, both on a national and international basis. We must recall that, 
through him, world-wide gastroenterology and an exchange of thought and 
experience has prospered. It behooves all of us to reflect and, our humble 
way, carry on from the point where he has left off. By some manner or means, 
I am sure, he will be observing and will like it 


LYNN A. FeRGusoN, M.D., F.A.C.G. 


Dr. Roy Upham was known, loved and respected by us all. The American 
College of Gastroenterology will always be his lengthening shadow. “To live 
again in hearts we leave behind is not to die.” 


J. T. Nix, M.D., F.A.C.G. 


When I think of Roy Upham, I recall someone who was a genial friend 
of all of us. He was generous with his wisdom and he was never too busy to 
impart it. His joviality gave inherent life to our Organization. He was sympa- 
thetic where understanding was needed. 


His loyalty was admired. His vision and foresight were motivated by an 
undying interest in Gastroenterology and its Organizations no matter in what 
part of the World they existed. That is why we all loved Roy and why we all 
deeply mourn. his passing. 

ARTHUR A. KIRCHNER, M.D., F.A.C.G. 


I was deeply grieved to learn of Roy Upham’s death. Those of us who 
were his colleagues at the New York Medical College and worked with him 
will miss him. 


FRANK J. M.D., F.A.C.G. 
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The medical profession both here and abroad and particularly those who 
knew Dr. Roy Upham well will miss this kindly, scholarly, able clinician and 
teacher. His alert mind, keen intellect and able le ‘adership made him an out- 
standing physician. 


We will miss his wise judgments, his constructive criticisms, his friendli- 
ness, his leadership. 


His loss is a very real one. He will be long remembered by all of us. 


SHAIKEN, M.D., F.A.C.G 


The American College of Gastroenterology has lost one of its true and 
loyal members in the passing of Dr. Roy Upham—a hard worker and a devoted 
friend. He spent much of his time and energy towards the founding of our 
organization, and a great deal of our present success is due to his efforts. 


We enjoyed a warm personal friendship with him for a number of years. 
His dignity, integrity and guidance will be greatly missed by us. 


HENRY BAKER, M.D., F.A.C.G. 
CHARLES W. M.D., F.A.C.G. 


Although I did not have the privilege of knowing Dr. Upham as well and 
as long as the other officers, | wish to pay my respects to a man who helped 
guide the destinies of our American College of Gastroenterology. 


THEODORE S. HEINEKEN, M.D., F.A.C.G. 


Dr. Roy Upham, Professor of Gastroenterology of the New York Medical 
College will ever be remembered by all who were privileged to have known him. 


As one of the founders of the American College of Gastroenterology and 
as its Secretary-General since its inception, he gave untiringly of his efforts 
and encouragement in the development and expansion of the college. His 
extraordinary services and his manifest interest in gastroenterology aided con- 


siderably in the establishment of the college on a national and firm basis. and 


will serve as an everlasting monument to his memory. 


His outstanding reputation and great achievement as a noted physician, 
author, educator, scholar, friend, and leader, brought only renown and_ honor 
to the college, and has left an everlasting and indelible impression in the hearts 
of all who knew him. 


Throughout his entire life, he was humble, kind, friendly, sympathetic, 
beloved, and respected by his colleagues, friends, and patients. 


Evinu Katz, M.D., F.A.C.G. 
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Dr. Upham was the guiding spirit of the Section of Gastroenterology at 
New York Medical College. He was an inate leader and prodigious worker. 
He knew every member of his staff intimately and devoted a great deal of 


time and energy to encourage them to do research. His persistence in this 


endeavor was indeed remarkable. He was truly a great humanitarian. [t is 


with a sense of deep humility that we mourn the loss of this great physician. 


Harry Barowsky, M.D., F.A.C.G. 


Instead of writing on the attachments to medical institutions, | would like 

present my feelings about Dr. Roy Upham as a man and worker in our 
organization. From the very beginning when we were a small inconspicuous 
organization, up to today. Dr. Upham was Secretary-General. His activities in 
this position were exceptionally able and his work and interest was constantly 
manifested. His deep interest in the subject of gastroenterology was exhibited 
to the men who were, or intended to be, interested in it. He was the founder 
of the Chapter idea and jealously maintained the importance of it. Ma 
times he traveled distances to make personal contacts and establish C givers, 
always at his own expense. His work on the various committees was always 
well done, and his advice well given on many things that constantly came 
before the Board of Governors and Trustees, and this continuously over many 
vears of time. In a few words, his work for the organization was exceptionally 
able, willingly done, and he was of real value at all times as an officer. From 


this standpoint his absence will be felt more than can be told. 


Dr. Upham was at all times a gentleman, and a real friend. He was kindly 
and considerate, always happy, having regard for another's viewpoint especially 
when it differed from his. He and I were close friends and I shall miss him 


very much. 


May I truthfully say it was a pleasure and an honor to have associated with 
vou, Roy. Mav God look after you and as the four winds take you from us, 
vou leave behind many friends, and a great deal of good for the benefit of others. 


“Death should come gently to one of gentle mould like thee, as light winds. 
wandering through groves of bloom, detach the delicate blossoms from the 
tree, close thy sweet eves calmly, and without pain, and we will trust in God 
to see thee vet again. 

ANTHONY BasstER, M.D., F.A.C.G. 


It was with profound sorrow that I learned of Dr. Roy Upham’s death. 
I am sure that we all will feel the loss of his talent for leade ‘ship and organ- 
ization and his untiring efforts in the affairs of the American College of 
Gastroenterology. 
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His contagious enthusiasm and buoyant nature combined with his rare gift 
of humorous expression endeared him to all who worked with him. 


SAMUEL S. BERGER, M.D., F.A.C.G 


The present writer® considers it a real honor to be included among those 
selected to pay a tribute to Dr. Upham and to comment upon his role as Head 
of the Section on Gastroenterology in the Department of Medicine of the New 
York Medical College, Flower and Fifth Avenue Hospitals. It would, perhaps, 
have been an easier assignment to recall some interesting and significant events 
of our close friendship which began 35 years ago and was broken only by his 
death. It is, however, more appropriate in this place and at this time to record 
some of his characteristic traits as reflected by his academic record. Apparently, 
this extended over a longer time than even our friendship because students of 
the College received clinical instruction at Cumberland Street Hospital until 
1918 and, even then, he exercised an influential role in that institution. During 
the late ‘20s or early ‘30s when the College considered expansion of its clinical 
facilities and a renewal of teaching affiliation with Cumberland Street Hospital, 
Roy Upham made it possible to explore the situation by arranging the necessary 
preliminary meetings. This unswerving loyalty to his Alma Mater and to his 
friends was typical of his great person: lity. 


Two other incidents throw another trait into relief. After returning from 
Copenhagen, I believe it was in 1937, Schlachman and I began to employ the 
Meulengracht diet in bleeding peptic ulcer. Dr. Upham had also been in Europe 
that summer and on his return decided to try this regimen in a series of cases. 
When the publication of Schlachman and Boyd appeared, Upham was among 


the first to telephone his congratulations although this meant that his work, 


published, would be merely a repetition of ours. Equally indicative of a com- 
plete freedom of jealousy and rancor was the second and recurrent incident. 
Although Dr. Upham was considerably older than I and far better known in 
many national and international circles, each Fall aa he came to the Depart- 
mental Office to discuss plans for the year, he had the same greeting: “Well, 
Chief, what are your plans for me this year?” The title which he employed 
never implied flatte ‘ry, insincerity and the like, which an older, better-known 
and bitter man might have used. Rather, it meant an offer of complete coop- 
eration, self-effacement to attain the important academic objectives, and the 
spirit of team-work. Of his loyalty, we had already abundant testimony. Only 
in the last few years, when he had passed the official age of retirement, did : 

new note enter. In it was always the note of what can 7 do to help? and never 
the discordant sound of “Must I give up the reins?” This constructive spirit 
was evident and mato even in the early ‘40s when he decided, though 


°Director of Medicine, New York Medical College, Flower and Fifth Avenue Hospitals. 
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deeply immersed in distressing personal problems, to endow a gastroenterologic 
clinic at Flower-Fifth Avenue Hospital after his death. 


In the previous paragraph the term “self-effacement” was employed. This 
was not intended to imply obeisance for no man was more aggressive than he 
in attempting to secure more curriculum hours for gastroenterology. He regarded 
gastroenterology as “a pleomorphic specialty’, which had ramifications into 
practically every domain of medicine so that it merited greater recognition in 


the curriculum, either as such or a part of an integrated approach with other 


subjects. When his efforts failed, he was a gracious loser. When his point was 
gained, he organized the extra-hours but never to his personal advantage. 
Usually he introduced the course in gastroenterology and preferred to have 
his younger associates give the “amphitheater” lectures to the entire class. “The 
youngsters must try their wings”, he often said. 


A weaker heart would have been dismayed when the College decided to 
place the entire senior class in our teaching hospitals as “students (interns) in 
residence” and our junior class in full clinical clerkship because this abolished 


all lectures in gastroenterology and other medical specialties. 


To this flexible soul, this was merely a new challenge. The change from 
didactic teaching of groups of students to bedside instruction of individual 
clinical clerks and student interns meant the staff had to be more than tripled 
in size. Teaching attitudes had to be changed since the instructors now dealt 
with “patients” instead of “diseases” and greater emphasis had to be placed 
on the manifestations of the illness in a particular patient rather than an abstract 
presentation of the origin and evolution of symptoms in the hypothetical or 
classical case. The content of discussion had to be graded for third and fourth 
year students so that the two educational experiences were not, mere repe- 
titions. His staff had to be conditioned to begin all over again for each new 
clinical clerk or student intern coming into medicine. During these revolutionary 
innovations, he was compelled to adapt, integrate and enlarge the gastroenter- 
ologic out-patient clinics for which he and his staff were responsible, to organize 
and attend teaching conferences. These accomplishments reflect many of his 
other attributes: tireless, stimulating, determined, ability to attract and hold 
coworkers, versatility, patience, and leadership. These and_ similar traits 
explain, in part. why he was so effective and successful as an organizer. 


Naturally with these activities involving only a single item among many 
others of national and international scope, some interests had to be relegated 
to the background. This was particularly true of his surgical practice which 
he ultimately relinquished. Since he was a skillful surgeon of wide experience, 
his training in this field gave him an insight which most internists lack. Owing 
to his preoccupation with medical education and organization, he expended less 
energy upon personally conducted research but probably much more on stim- 
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ulating young investigators. It was much the same with publications. There will 
be found somewhere among his papers an unfinished Textbook of Gastroenter- 
ology containing some chapters from his pen and the remaining the 
Directors of the Preclinical and Clinical De partments of the College. A selfish 
or self-seeking man would have found innumerable opportunities to pra 
it. In one of our last conversations he spoke with regret that the book would 


never be published and expressed the hope that many of the contributors 
received sufficient stimulation to repay them for their effort. He said nothing 
of the countless hours he had spent in editing the text nor of the thousands of 


dollars expended in preparation of illustrations, typing drafts of the chapters, 
and so forth. He spoke of his hope of developing various types of postgraduate 
study in gastroenterology at the College, some, perhaps leading to an advanced 
degree. All the old interests, enthusiasms, and plans still engaged his thought. 
He spoke of his illness which he knew would prove fatal with almost complete 
detachment except for momentary annoyance that the new objectives would 
not be reached in his time. 


In closing these remarks, no one realizes better than the writer, their 
complete inadequacy. Although they are intended to depict his influence on a 
single section of one Department of the College, they may serve to portray this 
remarkable personality more clearly to those who did not have the privilege 
of his close, warm, and enduring friendship. As evidence of our esteem and 
recognition of services rendered, the Department bestowed upon him, long 
before the shadow of death hovered over him, the highest academic rank 
possible for a worker who is not full-time. To us, he was “full-time” in loyalty, 
devotion, interest, sincerity and attainment so that he never reached the age- 
limit. By his intangible gifts to his staff and tangible thoughtfulness of his Alma 
Mater, his name is more deeply engraved upon the rolls of the College and the 
Department of Medicine than fifty textbooks could have done. 


It would be too much for the present writer to expect to meet another 
“Roy Upham”. 
LINN J. Boyp, M.D., F.A.C.P., F.A.C.G. (Hon. ) 


The passing of Dr. Roy Upham was a great loss to the medical profession 
and particularly to gastroenterology. 


I have been associated with Dr. Upham for a great number of years. His 
deep interest in advancing the specialty of gastroenterology has been a tre- 
mendous stimulus to me and my associates. 


His devotion to medicine and particularly to gastroenterology was demon- 
strated by his relentless efforts in helping to found the American College of 
Gastroenterology. 
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Always generous in his guidance, he has counselled many a young doctor 
who was interested in aspiring to the specialty of gastrointestinal diseases. 


Dr. Upham was more than a scientist. He was also a man of great intel- 
lectual capacity, a lover of fine music and paintings which he sought at 
important concerts and exhibits both here and abroad. His interest in his fellow- 
man took him to many countries on the European continent where he could 
study first-hand the old world culture. 


One can surely say that Dr. Upham was a great doctor, a devoted friend, 
and a colorful personality with a deep appreciation for the beauties of life. 


N. W. Cuarkin, M.D., F.A.C.G. 


Roy Upham impressed me, during our frequent meetings in the past decade, 
by his sincere interest in the younger man and his deep concern over the 
solution of difficulties facing the newcomer to the specialty of gastroenterology. 
Dr. Upham always had time to listen patiently to the problems of others and 
to offer sage and kindly advice to his junior colleagues, only when specifically 
requested to do so. 


Having practiced and specialized in gastroenterology for the past half 
century, Roy Upham was universally accepted as one of the Deans of this 
important specialty. Having served loyally the New York Medical College for 
more than a half century as its Associate Professor of Gastroenterology, he 
served his last score of years as a Consultant Chief of the Section of Gastro- 
enterology. He was also Head of the Gastroenterological Section and Chief of 
the Gastrointestinal Clinic of the Out-Patient Department of The Metropolitan 
Hospital of New York City. In addition, Roy Upham was Attending Gastro- 
enterologist to The Flower and Fifth Avenue Hospital; and Consulting 
Gastroenterologist to The Evangelical, Lutheran, New York Ophthalmological, 
and Jamaica Hospitals of the Greater New York Area. 


Although born in Dartmouth, Massachusetts, Dr. Upham spent nearly the 
last six decades of his life as a resident of New York City. Wisely, postgraduate 
study was taken nearly yearly at such famed foreign gastroenterological centers 
as: Ryks Hospital of Copenhagen, Denmark; the famed hospitals of Vienna, 
Austria; St. Mark’s Hospital of London, Great Britain and The Kasrel-Aini 
Hospital of Cairo, Egypt. Roy Upham’s friendships were truly cosmopolitan 
and worldwide. He was judged to be one of the outstanding gastroenterologists 
of our time. 


Dr. Upham’s memberships in renowned scientific organizations included: 
Fellowships in both the American and the International Colleges of Surgeons, 
the International Gastroenterological Association, and the Italian Gastroenter- 
ological Association. He was one of the Founding Fellows of the former National 
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Gastroenterological Association of the United States and served with great 
distinction as its Secretary-General. Less than two years ago, Roy Upham was 
designated as a Founder Fellow of the new American College of Gastroenter- 
ology and was elected unanimously as the new Secretary-General. 


A continuing study of the physiology of the gastrointestinal tract absorbed 
his attention over the years. As a consequence, his written contributions to the 
specialty of gastroenterology numbered in the hundreds. 


Roy Upham was a kindly, honest man, a world acclaimed leader in gastro- 
enterology, whose legions of friends throughout the world have had their lives 
greatly enriched and immensely benefited by his constant friendship and 
unbiased advice. We will all miss talking to Roy Upham and sitting with him 
at numerous gastroenterological meetings. However, I suspect that Roy is 
already organizing a new truly International Gastroenterological Society and 
will be its permanent Secretary-General. I fully expect to be greeted within the 
“Pearly Gates” by a cheery greeting: “Hi there, Collins! What took you so long 
in making our meeting?” 

I will now say:—“auf Wiedersehen”, beloved friend, Roy Upham; but not:— 
“Farewell.” 

C. Coxuins, M.D., F.A.C.G. 


Roy Upham was a staunch and loyal friend who will be missed by all 
who knew him and who have a deep sense of appreciation for his valuable 
efforts for the National Society and for the College. 


Requiescat in pace. 
FRANK ANTHONY Cummincs, M.D., F.A.C.G. 


It is more years than I like to recall when I first met Roy Upham. I think 
our mutual New England origins brought us together or it may have been 
because we had common interests, gourmet and otherwise. 


It was my good fortune to get to New York two or three times a year to 
attend our conventions and for various other reasons, and always Roy and I 
met for a gastronomic orgy, either at his club or some special rendezvous. Our 
mutual interests in the National Gastroenterological Association which went 
back to the years when membership was small and its growth was being nursed 
along like a baby’s brought us together at meetings all over the country and 
both he and I enjoyed them. 


During my term as President of the Association, his wise, conservative 
counsel at any and all times readily available, helped over several rough spots. 
The National Gastroenterological Association, today the American College of 
Gastroenterology was a part of Roy Upham’s very life and there was nothing 
he cared for more than to be a part of its activity. 
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Yes, I shall miss Roy Upham and so will all of us who knew him and 
worked with him. 


Feurx Cunna, M.D., F.A.C.G. 


About twenty-five years ago, I was asked to see a patient with a physician 
in Brooklyn. On arrival, I was met by the family physician who introduced me 
to Dr. Roy Upham who was one of the consultants. From that period on until 
the demise of my good friend, Dr. Upham, it was always a pleasure to meet him. 


I am quite sure that the entire organization of the American College of 
Gastroenterology will miss a man of the magnitude of Dr. Upham and all of 
us should remember the excellent work done by him. His passing brings to 
my mind the following which applies well to him. 


“Lives of great men all remind us 
For they make our hearts sublime 
And departing leave behind us 
Footprints on the sands of time.” 


H. M. Esernarp, M.D., F.A.C.G 


“Whereas, Dr. Roy Upham was an outstanding alumnus of the New York 
Medical College and for many years a prominent member of its faculty, and 


Whereas the Faculty Council reveres his memory and deeply bereaves his 
loss; therefore be it 


Resolved, that this memorial be filed in the minutes of the Council and a 
copy sent to his family.” 
Resolution adopted by the Faculty Council 
New York Medical College 


It is with deep regret and sorrow that I pen these few words in memory 
of the passing of a personal and dear friend, Dr. Roy Upham, with whom I had 


been associated for the past 36 years. Dr. Upham was one of the founders of 


the American College of Gastroenterology, and served as Secretary-General 
for many years. He also was Past President of the New York Academy of 
Gastroenterology. Dr. Upham’s knowledge and wisdom will be greatly missed 
by the New York Academy. The medical profession is going to miss one of 
its outstanding scholars and teachers, and he will always be remembered for 
the life of service he has given to medicine and his fellow man. May his family 
take comfort in the knowledge that his name will last forever in the hearts of 
the medical profession and all his friends. 

C. Jacosson, M.D., F.A.C.G. 
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It seems only yesterday when the energetic, vigorous and dedicated Dr. 
Roy Upham became one of the Founding Fathers of the National Gastroenter- 
ological Association and one of its pillars. He was the chief architect of local 
chapters which lead to the widespread membership of the parent organi- 
zation. As the perennial Secretary-General, first of the National Society and 
more recently of the American College of Gastroenterology, Roy Upham 
traveled extensively at his own expense to recruit new members, organize new 
chapters, stimulate and encourage established ones and to coordinate their 
activities. 

Very few of the members have ever realized the amount of effort and 
work on his part, not to mention money, he expended for the general welfare 


of the organization of which he was proud and for which he worked full 
heartedly. 


In the council of the Society his considerate judgment and advice was 
always taken very seriously, as he constantly considered the advancement of 
gastroenterology and allied branches of medicine. 


Roy Upham was an upright gentleman of the old school, a fine physician, 
who contributed to the advance of medicine, a loyal friend and a good man. 


After a long illness and much suffering he expired on January 5, 1956. 


His accomplishments and the memory of him will live for many, many years 
among his friends, colleagues and patients. The American College of Gastro- 
enterology will be a living memorial to him, whom we will sadly miss for years 
to come. 

I. R. JANKeEtson, M.D., F.A.C.G. 


Having known and associated with Dr. Upham since the formation of 
the National Gastroenterological Association, which anteceded the American 
College of Gastroenterology, I had the opportunity of knowing him quite inti- 
mately. His aid in helping to establish the New Jersey chapter will never be 
forgotten. His willing ear to our troubles were ever opened. His desire to 
make the American College of Gastroenterology the world renowned organiza- 
tion that it is today was due in great part to his untiring efforts. I take this 
means of expressing the gratitude of the Members of The New Jersey Chapter 
affiliate of the American College of Gastroenterology, for having known and 
lived with the dynamic personality of the late Dr. Roy Upham. 


S. BERNARD KAPLAN, M.D., F.A.C.G. 


It is with a feeling of real sorrow and great loss to hear of the recent death 
of our good friend and Secretary-General of the American College of Gastro- 
enterology, Dr. Roy Upham. 
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In my many years of association with him and particularly during my term 
as Pre sident, I learned to know him well, to value his advice and opinion, all 
of which resulted in a very warm personal friendship. 


I extend to his family my personal sorrow in their great loss which is also 
our great loss. 


WILLIAM W. LERMANN, M.D., F.AC.G. 


With deep sorrow we have heard of the demise of Dr. Roy Upham. Dr 
Upham was a former president of the New York Chapter of the National 
Gastroenterological Association. He was very active in our organization and 
hardly ever failed to attend our meetings. The last time he addressed our 
membership was in November 1954. 


Dr. Upham’s charming personality and organizational talent will be greatly 
missed by all members of the New York Academy of Gastroenterology. 


FRANZ }. Lust, M.D., F.A.C.G. 


I first met Dr. Upham in 1935 and we cemented our friendship in Europe 
during the Second International Congress of Gastroenterology in Paris in 1937. 
Here | had the opportunity to observe his valuable contribution to that meeting 
in close cooperation with Dr. Anthony Bassler. 


Throughout the years in the National Gastroenterological Association, today 
the American College of Gastroenterology, Dr. Upham continuously worked, 
with success, to assure the great prestige of the organization. 


Dr. Upham leaves a wonderful record of productivity in the field of gastro- 
enterology. I am sure his loss to the American College of Gastroenterology is 
irreparable. 

FERNANDO MILANES, M.D., F.A.C.G. 


Dr. Roy Upham was a true gentleman of the old school of medicine. His 
pleasing personality won for him a host of friends, who will sadly miss him. 


He exuded good-will and instilled confidence in his friends and patients. He 
was a pillar of strength to the National snes rological Association and to 
the American College of Gastroenterology which he se rved faithfully for many 


years as an officer and Fellow. 


Roy Upham was indeed a credit to his profession. He was a fine doctor 
of medicine and an outstanding leader in medical affairs. 


May God rest his soul in peace! 


WILLIAM Rem Morrison, M.D.. F.A.C.G. 
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It was a privilege and an honor to have known Dr. Roy Upham for the 
past 25 years. His wit, affability and kindness were known far and wide. His 
he ‘Ipfulne ss and inspiration, especially to the younger men in gastroenterology, 
will be long remembered. 


By his passing away, the profession, especially the American College of 
Gastroente rology of which he was one of the pillars, has suffered an irreplace- 
able loss. 


Louis L. PerRKEL, M.D., F.A.C.G. 


The notice of the death of Dr. Roy Upham was received with profound 
grief. His many contributions to medicine and to the educational field will long 
be remembered. 


Those of us who knew Dr. Upham and had the opportunity of working 
with him always held him in the highest esteem as a man. He was sincerely 
devoted to the principle of fair-play. 


His passing is a deep personal loss. I shall miss his wise counsel and guid- 
ance, which is irreplaceable. His cheerful outlook on life was always an inspira- 
tion to “carry on for what you know is best, regardless of the obstacles”. 


This is a public acknowledgment of my gratitude to you, Professor Roy 
Upham, for your many deeds of kindness. May God give your soul the peace 
you so justly deserve! 


A. X. Rossien, M.D., F.A.C.G. 


I regret very much to learn that my friend, Dr. Roy Upham, has passed on. 


I first met Dr. Upham at the organizational meeting of the National Gastro- 
enterological Association in Atlantic City and since that time I have followed 
his work very carefully. Gastroenterology has lost an enthusiastic and intelligent 
leader. He was a great American. 

Marvin Situ, M.D., F.A.C.G. 


It was with great regret that I learned of the death of Dr. Roy Upham. 
In addition to his outstanding attainments as a surgeon, Dr. Upham devoted 
much time and energy to various research problems with successful results. 
I think that his chief interest, however, was in the educational field of Gastro- 
enterology and its recognition as a specialty. He strove to improve me tthods of 
diagnosis and treatment throughout the profession, and as Secretary-General 
of the National Gastroenterological Association and later, of the American 
College of Gastroenterology, he did much to deve lop and expand these organiza- 


tions. He will be greatly missed by his many friends and colleagues. 


C. |. Tipmarsn, M.D., F.A.C.G. 
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Dr. Roy Upham’s untiring work as Secretary-General did much to estab- 


lish the Colleg ge on a firm foundation and the C ‘ollege will be a lasting memorial 
to him. 


A friendship which lasted over 20 years is a personal loss to me in his 
demise. 


Frep H. Voss, M.D., F.A.C.G. 


On the evening of 5 January 1956, death finally came to Dr. Roy Upham 
after an illness of over two years. The robust, hearty, jovial Secretary-General 
of the American College of Gastroenterology remained vitally interested in 
the affairs of the College until almost the very last. From his sick-bed, he 
corresponded with the officers of the College and the Executive Secretary and 
performed his duties as Secretary-General to the best of his limited ability. 


Although Dr. Upham was a founding and charter Fellow of the American 
College of Gastroenterology, it was in January 1934 that he became affiliated 
with the Society for the Advancement of Gastroenterology, the parent body 
of the National Gastroenterological Association and the American College 
of Gastroenterology. Immediately upon his joining the Society, Dr. Upham 
was appointed a member of the Special Interrelation Committee, created for 
the purpose of setting up chapters of the organization. 


With the expansion of the Society from a local to a national group. and 
a change in name to the National Society for the Advancement of Gastroenter- 
ology that same year, Dr. Upham took an active part in the development of 
chapters and the national body. Roy Upham was the logical choice for Chair- 
man of the Membership Committee and under his direction the Socie ty expanded 
throughout the world. His frequent travels to foreign countries and to the 
various parts of the Western hemisphere, where he made numerous friends 
for our organization, led to his selection in 1935 as the first Secretary-General, 
a position to which he was repeatedly re-elected and re-appointed. Dr. Upham’s 
wise counsel and guiding hand helped the growing small Society to attain a 
place of prominence as the largest and most outstanding group in its field 
throughout the world. 


As a man, Dr. Upham was loved and respected by all who knew and came 
in contact with him. In all of his organizational work, and he was affiliated 
with many organizations, he never lost sight of the fact that each of them was 
composed of individuals, varied in temperament, ability and capacity. All these 
he took into consideration in his relationships with the many persons with 
whom he joined in bettering the groups. I had the privilege of traveling with 
Dr. Upham on behalf of the American College of Gastroenterology and thus 
got to know him as warm, dynamic, good-hearted, intelligent and capable 


person. He was my mentor and guide. I, personally, shall miss him very much. 


292 THE AMERICAN JOURNAL OF GASTROENTEROLOGY 


This organization, which Dr. Upham did so much to build, will miss hir 
even more and his death will leave a great unfilled void in the ranks of the 
leaders of the American College of Gastroenterology. 


To the members of his family, I extend my deepest and sincerest sympathies 


in their bereavement. 


DANIEL WEISS 


Nulacin 


A recent clinical study* of 46 ambulatory non- 
hospital patients treated with Nulacin? and 
followed up to 15 months describes the value of 
ambulatory continuous drip therapy by this 
method. Total relief of symptoms was afforded 
to 44 of 46 patients with duodenal ulcer, gastric 
ulcer and hypertrophic gastritis. 
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Nulacin tablets are supplied in tubes of 25 
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PHTHALYLSULFATHIAZOLE 


a reliably effective adjunct to intestinal surgery 


MAJOR ADVANTAGES: Suppresses intestinal bacterial growth. Minimum systemic 
absorption? insures maximum local effect. Effective doses well tolerated, economical. 


SULFATHALIDINE, given before and after bowel 
surgery, is nontoxic and assures effective sup- 
pression of bacterial growth, even when there is 
watery diarrhea. 


SULFATHALIDINE allows for preoperative me- 
chanical preparation of the colon, favors early 
healing, and reduces the incidence of perito- 
nitis. It’s also a useful adjunct in ulcerative colitis. 
The dosage depends on body weight. The av- 
erage adult dose of SULFATHALIDINE is 8 to 12 


tablets (each 0.5 Gm.) daily in divided doses. 
‘Sulfathalidine’ can also be given as the pleas- 
antly- flavored suspension, CREMOTHALIDINE®, 
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taminants and toxic irritants in food and 
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be present. Diarrhea is a frequent concom- 
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VAGINAL TABLETS 
effective in 
vaginal moniliasis 
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monilial infections 


ORAL TABLETS 
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and 0.95 Gm. of lactose. per gram. 30 Gm. tubes. Bottles of 12 and 100. 
Packages of 15. 


also available: broad spectrum antibacterial therapy PLUS 
prophylaxis against monilial superinfection 


MYSTECLIN CAPSULES 
250 mg. Steclin (Squibb Tetracycline) Hydrochloride 
SQUIBB 


and 250,000 units Mycostatin. Bottles of 12 and 100. 
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Superior antacid action and. 


"For palatability, 
many patients prefer Maalox"* 


MAALOX®, an efficient antacid suspension of magnesium- 
aluminum hydroxide gel, is smooth-textured, and always 


- ~ 


pleasant to take. MAALOX was tested by thousands of hos- ar For P i. 
pital outpatients, who pre fe rre d it to other antac ids. Indee d, Po try Ascriptin Tablets ‘ 
high patient acceptability (without danger of constipation ) / (Aspirin buffered with Maalox) % 
is one of the outstanding advantages of MAALOx therapy.” z © Doubles blood salicylate fevet \ 
As to chemistry: MAALOX has more acid-binding capacity ' e@ Action more prolonged \ 
than aluminum hydroxide gel, and maintains its antacid : e High gastric tolerance level 1 
effect twice as long.’ . \ Samples on request. ; 
Supplied: Suspension, bottles of 12 fluidounces. 
Tablets, bottles of 100. Samples sent promptly on request. \. A ae 
1. Kramer, P.: Med. Clin. North America, 39:1381, Sept. 1955 . o 
2. Morrison, Samuel: Am. J. Gastroenterology 22:309 (1954) ies a 
3. Rossett, N. E., Rice, M. L., Jr., Gastroenterology 26:490 (1954) feeenee” 


Maalo wz 


. . better suited for antacid therapy’? 


WILLIAM H. RORER, Inc. PHILADELPHIA, PA. 
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DIAGNATOR 
PHOTOVOLT Fluorescence Comparator Mod. 60 


for use in 
Squibb Diagnex Test for Achlorhydria 
without intubation 

Irradiates treated urine specimens with ultraviolet light to produce 
fluorescence. Permits positive judging of fluorescence by convenient 
viewing with both eyes 

Write for Bulletin #390 to 

PHOTOVOLT CORP. 

95 Madison Ave. New York 16, N. Y. 


4/so: Colorimeters ¢ Densitometers for Paper Electrophoresis ¢ Photoelectric Fluorimeters 


FOR ANTI-FLATULENT EFFECTS SEDATIVE AND EUPHORIA FOR A MODERNIZED METHOD FOR 
IN INTESTINAL DYSFUNCTION NERVOUS, IRRITABLE PATIENTS PREPARING BUROW’S SOLUTION U.S.P. 


EUCARBO VALERIANETS-DISPERT= PRESTO-BORO 


TASTELESS, ODORLESS, NON-DE- In Tablets of Powder in envelopes 


PRESSANT SEDATIVE & EUPHORIC ALUMINUM SULFATE 
ber FOR 
rhubort 7 Each Chocolate Coated Tablet Con and CALCIUM ACETATE 
tains Ext. Valerian (highly con FOR USE AS AN PULMONARY 
tentrated) 0.05 Gm. dispergentized 
finely subdivided for maximum effi ASTRINGENT and CONDITIONS 
anc Jses 
axative, adsorbent ery: TOPICAL DRESSING TRANSPULMIN 
carminative and a purifier Indicated in cases of nervous U.S. Pot e 
e in sg r : excitement and exhoustion, anxiety Dissolve in plain 
bloating anc aod depressive states, cardiac and = water os directed for pre 3% solution 
Gastrointestinal nevroses, meno- pairing astringent Burow’s Quinine with 
pausol ond menstrual molimens, Solution for treatment of 22% Camphor 
insomniac. Swellings inflammations 


for Intramuscular 
Sprains Antipruritic de 


Dose: 1 or 2 tablets t.i.d. supply 
uni r osage 
Bottles of 50, 100, 500 tablets Stable, Lead free AVAILABLE AT 


ALL PHARMACIES 


STANDARD PHARMACEUTICAL CO., INC., 253 W. 26th ST., NEW YORK 


Relax the best way 
... pause for Coke 


Injection 


continuous quality 
is quality you trust 


Work 
Refreshed % 


op OW 
tablets daily V2 hr. after 
SUPPLY Tins of 100 PC 
{ PRINK 
DRINK 
4 


4 Ties _| 
Announcing 
~ = Ay 


N.N.R. Monograph for 


51530 60 9% 120 180 


LYN 


dihydroxy aluminum aminoacetate 


On the basis of considerable in vitro this most recent form of aluminum ant- 


evidence accumulated over a period of acid therapy is as active—IN TABLET 


seven years, the Council on Pharmacy FormM—as the various aluminum hydrox- 


and Chemistry has revised the original ide preparations are in Liguip form: 
ALGLYN monograph acknowledging that 

*“Dihydroxy aluminum aminoacetate ... shares the properties of the alumi- 
num hydroxide gel preparations. /n vitro studies indicate that the buffering 
action of dihydroxy aluminum aminoacetate in tablet form is comparable to 
that of the liquid preparations of aluminum hydroxide gel when compared 
on the basis of equivalent aluminum content.” 


Alglyn Tablets, 0.5 Gm. dihydroxy 
aluminum aminoacetate, are supplied in 
bottles of 100 (white). Your patients will 
welcome the change from liquid antacid 
preparations to easy-to-take convenient, 
lightly-flavored Alglyn Tablets.! 

Also supplied in combination with 
spasmolytic and sedative therapy as 


Reprint of recent 
in vivo studies avail- 


able on request 


Maiglyn Compound, each tablet 
contains dihydroxy aluminum amino- 
acetate, 0.5 Gm., belladonna alkaloids, 
0.162 mg., phenobarbital, 16.2 mg., per 
tablet, bottles of 100 (pink); and as 
Belglyn, dihydroxy aluminum amino- 
acetate, 0.5 Gm., belladonna alkaloids, 
0.162 mg., per tablet, bottles of 100 (yellow). 


1. Rossett, N.E. and Rice, M.L. Jr.: Gastroenterology, 26:490, 1954. 


2. Hammarlund, E.R. and Rising, L.W.: J. Am. Pharm. Assoc., Scientific 
Edition, 38:586, 1949. 


Braylen PHARMACEUTICAL COMPANY 


CHATTANOOGA 9, TENNESSEE 


ALG 


97% of the subjects 


can be satisfactorily examined.' 


simplified sigmoidoscopy preparation with 


FLEET ENEMA 


disposable unit 


Only the FLEET ENEMA Disposable Unit 
offers the convenience and safety of a hand sized 
“squeeze bottle”, . . . a non-traumatic rectal 

tube . . .a distinctive rubber diaphragm to prevent 
leakage and control flow. Each 4% fl. oz. 

unit contains, per 100 cc, 16 gm. sodium 
biphosphate and 6 gm. sodium phosphate . . . 
an enema solution of Phospho-Soda (Fleet) 

... gentle, prompt, thorough. 


1. Gross, J. M., Jl. Int. Coll. Surg., 23:24, ’55. 


B. FLEET Co., INC. 


Lynchburg, Virginia 


makers of Phospho = Soda (Fleet) a modern laxative of choice. 
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Antrenyt 


bromide 


ide CIBA 


3M 
2/2203 


when 

your patient 
feels 

as though. 


Relieves spasm, acidity, pain. 
Antreny] provides ‘‘complete 
symptomatic relief’’ in peptic 
ulcer patients. ! 


1. Rogers, M. P., and Gray, C. L.: 
Am. J. Digest. Dis. 19:180 (June) 1952. 


C IBA 


SUMMIT, N. 


x03 


Pe 
a 
Supplied: Tablets, 5.0 mg. twhite 
ind 10¢ Syrup, § me 
per 4 teaspoonfu 
hotties of 1 nint 


antacid maintenance 


4 


Healing of peptic ulcer must be followed by 

effective antacid maintenance therapy to om =) 
prevent recurrence. This can be achieved 

conveniently with agreeable, easy-to-carry Galen 
Creamalin Tablets and Capsules. 


Through sustained reduction of gastric ene» 
acidity without the danger of alkalosis, 


nonabsorbable Creamalin provides 
reliable and safe antacid control for 
the ambulatory ulcer patient. 


TABLETS: Bottles of 50 and 200 
CAPSULES: Bottles of 100 
LIQUID: Bottles of 8 and 16 fl. oz. 


iithrop LABORATORIES 


CREAMALIN, trademork reg. U. $. Pat. Off NEW YORK 18, N.Y. * WINDSOR, ONT. 


| \ = 
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to NORMALIZE, use 


It is important, when inducing normal bowel func- 
tion, to supply a non-irriating bulk to the colon, 
especially in those cases in which it has been neces- 
sary to eliminate from the diet the high roughage 
foods containing irritating bulk (lignin and cellu- 
lose). 


It has been shown’ that the colon resumes a more 
normal peristaltic pattern’ when it is supplied with 
a stool of medium soft consistency of sufficient bulk’, 
especially if the indigestible portion of that bulk 
consists primarily of hemicellulose’. 


KONSYL is a vegetable concentrate of naturally 
occurring hemicelluloses. It is derived from blond 
psyllium seed and provides just the moist, smooth, 
effective bulk so essential to normal peristalsis. Its 
use has been shown to materially hasten the rate of 
improvement in patients with the irritable colon 
syndrome’. KONSYL contains 100% bulk producing 
material, 


Furthermore, Konsyl is available in 6-ounce and 12- 
ounce containers at significantly lower-cost-to-patient 
prices. That's why we say 


to NORMALIZE, use 


1. Dolkhare, R: E., Deneler, M. & Barrow, L. L., Ill. M. J. 
90:286, 1946 

2. Adlér, H. F., Atkinson, A. J., & Ivy, A. C., Am. J. Digest. Dis., 
$:197, 1941 

}. Wozasek, D., & Steigman, F., Am. J. Digest. Dis.; 9:423, 1942 

4. Williams, R. D., & Olmsted, W. H., Ann. Int. Med., 10:717, 
1936 

5. Lieberthal, M. M., Conn. State M. J., 19:86, 1955 


FORMULA: KONSYL CONTAINS 100% PLATAGO CVATA 
COATING. 


Mate ty BURTON, PARSONS & COMPANY ince sas2 
@nginalars of Fine DR Cclloids 
WASHINGTON 9, D.C 


WHOLE 
“Stapp 
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sugar and spice and... gastric hyperacidity 


Nice to taste... difficult to digest... the 
result, more often than not, will be gastric 
hyperacidity. Bad experiences and good 
intentions notwithstanding, this particular 
chain of misfortune is likely to recur. With 
Gelusil, however, excessive gastric acidity 
— whether acute or chronic —can be quickly 
and pleasantly relieved. 


Sustained antacid action: The sustained 
action of magnesium trisilicate and specially 
prepared aluminum hydroxide gel restores 
and maintains a mildly acid gastric pH, 
without over-neutralizing or alkalizing. 


Gelusil thus avoids the twin dangers of acid 
rebound and systemic alkalosis. 


Non-constipating: Gelusil’s aluminum 
hydroxide component assures a low alumi- 
num ion concentration; hence the formation 
of astringent —and constipating — aluminum 
chloride is minimal. 


Dosage: 2 tablets or 2 teaspoonfuls two 
hours after eating or when symptoms are 
pronounced. Each tablet or teaspoonful 
provides: 7/2 gr. magnesium trisilicate and 
4 gr. aluminum hydroxide gel. 
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